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developing guidances for the studies used to make these 

determinations. 

For safety, our mandate is--and I apologize for 

the small print, it's a long mandate--there is reasonable 

assurance that a device is safe when it can be determined, 

based upon valid scientific evidence, that the probable 

benefits to health from use of the device for its intended 

uses and conditions of use, when accompanied by adequate 

directions and warning against unsafe use, outweigh any 

probable risks. The valid scientific evidence that may be 

required, when appropriate, to determine that there is 

reasonable assurance that a device is safe, are 

investigations using laboratory animals, investigations 

involving human subjects, and nonclinical investigations, 

including in vitro studies. Next slide, please. 

For effectiveness, our mandate is that there be a 

reasonable assurance that the device is effective when it 

can be determined, based upon valid scientific evidence, 

that in a significant portion of the target population, the 

use of the device for its intended uses and conditions of 

use, when accompanied by adequate directions for use and 

warning against unsafe use, will provide clinically 

significant results. 

Adhesions in the abdomen can be from infection, 

endometriosis, foreign bodies, past surgery, and so forth. 
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They can be reformed, formed at surgical sites, or formed in 

areas where there is no evidence of surgery. The exact 

pathogenesis of adhesions is still under investigation. 

Small bowel obstruction, chronic pelvic pain and infertility 

have been attributed to the presence of adhesions. How to 

predict when adhesions will cause these problems, or if some 

types of adhesions are worse than others, is not known. 

All of these issues must be taken into 

consideration when developing a guidance for adhesion 

barriers. Drugs, immune agents, and meticulous surgical 

technique have all been considered as possible adhesion- 

reducing agents. Adhesion barriers, a subset of adhesion- 

reducing agents, include solutions, sheets and gels. Each 

of these methods has different consequences for its 

mechanism and location of action. 

With so many possibilities for cause of and effect 

from adhesions, so little understood about the best way to 

evaluate the success of adhesion reduction, and so many 

different ways to apply adhesion barriers with all of their 

different properties, developing models by which to study 

adhesion barriers can be very difficult. What may be the 

best option for one barrier might not be the best for 

another. 

For example, solutions have the potential to act 

all over the peritoneal cavity, whereas sheets can only act 
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where they are placed. As you can see, this has major 

consequences in terms of study application and ultimate use 

of the product. 

Because of these issues, the guidance we have 

developed is not a simple recipe to follow for developing a 

study of adhesion barriers. Rather, it discusses the 

various ways these issues can be approached, as well as the 

advantages and disadvantages to each approach. 

The topics in the guidance that I want to 

highlight are listed here and on the next slide: A clinical 

plan designed to develop the data needed to support the 

intended use; the pivotal study hypothesis and endpoints; 

the pivotal study design; the statistical evaluation of the 

pivotal study; and safety. Next slide. 

Before moving on to the pivotal study, I should 

mention the discussion in the guidance regarding feasibility 

studies. When developing an adhesion barrier, there are 

many types of questions that need to be answered with human 

use. Feasibility studies are investigations designed in 

phases, can be ways of determining its use, such as this: 

the method of delivery and placement; handling 

characteristics of the device; anatomic site-to-site 

variability; effectiveness for various types of adhesions; 

dose response; resorption and elimination in humans; signs 

of increased risk of infection and altered wound healing; as 
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well as early indications of safety. 

There are also things that feasibility studies 

cannot do. For example, an increased susceptibility to 

infection from an adhesion barrier might be very difficult 

to detect, particularly if the barrier enhances the severity 

of the infections only when they are caused by undetected 

bowel injury. This is an important concern, but not one 

that can be addressed reasonably with human use. Therefore, 

this is an example of an area that is better addressed with 

animal study. The issue of infectivity will be the subject 

of a discussion point during panel deliberations. 

To begin a discussion of the pivotal study, let's 

discuss the three interrelated topics of intended use, 

purpose of the study, and study hypothesis. 

The intended use of the device should state very 

specifically where the barrier is to be used and what it is 

supposed to do. The purpose of the study will then be to 

show that the barrier can be used in the fashion defined by 

the intended use, and the hypothesis should clearly state 

what the study intends to show, in very specific terms. 

The following three slides are an example of how 

these topics are interrelated. So the intended use could be 

that this adhesion barrier is designed to prevent 

reformation of adhesions in women with moderate to severe 

pelvic adhesive disease, as defined by the standard AFS 
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criteria, undergoing laparoscopic lysis of adhesions due to 

chronic pelvic.pain. De novo versus reformed adhesions in 

clinical presentations, for example, should be taken under 

consideration when considering the intended use of a device. 

The purpose of the study should then be to prove 

that the intended use is a reasonable one: For example, to 

evaluate the safety and effectiveness of the barrier at 

reducing the reformation of adhesions in patients with 

moderate to severe pelvic adhesive disease, as defined by 

the standard AFS criteria, undergoing laparoscopic lysis of 

adhesions. Next slide. 

Okay, and the study hypothesis: In patients with 

moderate to severe pelvic adhesive disease, as defined by 

the standard AFS criteria and chronic pelvic pain, 

undergoing laparoscopic lysis of adhesions, this barrier 

will reduce the reformation adhesion incidence by some 

prespecified percent when compared to the control group. 

This is the point, I think, that both Dr.--I think 

a little bit this alludes to what Dr. DeCherney and Dr. 

Schwaitzberg were talking about, in the sense that in the 

introduction to the study there should really be a clear 

explanation of why the study hypothesis will support the 

intended use identified. So the point of this guidance is 

that we are open to discussion, and as long as things are 

understood in advance and agreed upon, you know, then we can 
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really work with companies to design the kind of study that 

is intended to meet the intended use that they have 

identified. 

For example, if the device is to be applied only 

to a specific area of the abdomen, but the claim is that the 

device will reduce adhesions throughout the abdomen, there 

should be a clear understanding of why this is so in the 

protocol. Additionally, if the claim is for general surgery 

but the patients in the study are gynecologic, the 

relationship between the two should be understood and agreed 

upon before the study begins. Finally, if the claim covers 

only reformed adhesions but the study also looks at de novo 

adhesion formation, or vice versa, then the importance of 

this finding as it relates to the indication should be 

clearly understood in advance. 

There are several more examples in the guidance 

itself. These three issues, indications for use, study 

objective, and hypothesis, will all be the focus of 

discussion questions. 

The next topic that is covered in the guidance and 

addressed in the panel discussion questions is the issue of 

clinical versus surrogate endpoints. Here we come to a very 

difficult road in looking at clinical trial design for 

adhesion barriers. 

Clinical endpoints that are applicable to 
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gynecologic surgery include increased fertility and 

decreased pelvic pain. In general surgery the most 

significant complication is small bowel obstruction. 

The advantage to clinical endpoints is that when 

using the device, the clinician will be informed that the 

use of the barrier will help the patient with his or her 

presenting complaint or future complications. The 

disadvantage, as well laid out, is that there are often many 

factors contributing to their cause and not just the one 

identified in the study. In addition, we recognize that to 

obtain clinical endpoints may require long studies. 

The other option is to use surrogate endpoints, 

defined as laboratory measurement or a physical sign which 

is substituted for a clinical endpoint. Next slide. 

For abdominal adhesions, at this point in time we 

are pretty much limited to counting the adhesions in some 

fashion at some point after the initial surgery was done. 

Zurrently it is important to understand that none of the 

adhesion measuring tools available have been well validated 

clinically. 

presence, quality--which includes severity and extent--of 

adhesions as a way of grading adhesions. The thought has 

oeen that by grading adhesions, we may be able to better 

understand how the incidence, extent and severity of 
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adhesions impacts upon the clinical effects. 

Adhesion scoring systems such as the more 

comprehensive AFS and the standard AFS, for example, 

therefore have the potential to be reasonable surrogate 

markers. Other surrogates could be any one of those 

parameters--incidence, severity or extent--measured 

independently or counting the number of patients who are 

adhesion-free after surgery. 

The advantages of measuring the adhesions is that 

the follow-up time can be relatively brief before the 

outcome is known. The disadvantages are that many of the 

parameters, for example, EXTAT, can be objective, leading to 

variability in how to score, and there is not a well-defined 

correlation between scores and clinical outcome. Again, 

this point will be part of panel deliberations. We suggest 

in the guidance that surrogate endpoints can be used for 

device approval, but they should be accompanied by 

postmarket studies looking at clinical endpoints. 

Now, let's step back a minute and discuss studies 

design. We believe that with careful consideration, 

clinical investigation of adhesion barriers using adhesion 

scoring as an endpoint can be randomized controlled clinical 

trials. This means that some thought must be given to the 

control and the type of randomization, as well as how to 

blind the investigators. With regards to the control, 
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because there is currently no one widely used procedure or 

agent to reduce adhesions, the choice of the control group 

is up to the discretion of the sponsor in conjunction with 

the FDA. 

The second issue is randomization. There are many 

different times in the patient's treatment course when 

randomization is possible. Ideally, it is done at a time 

when it can have the least impact on the patient's treatment 

and introduce the least amount of bias into the treatments 

the patient receives. An ideal time is after the first 

surgery has been completed and before the patient has been 

closed. The time of randomization relative to surgery and 

device application should be prospectively planned and 

clearly documented on the case report form. 

The final issue is masking. If the second-look 

surgery is done too soon after the first, there is the 

possibility that the barrier is still present and easily 

identifiable, which would eliminate masking for anyone. Be 

that as it may, we are aware of three ways to mask. 

The first is that the surgeon step out of the room 

when the treatment or control is being applied. This way, 

she or he could also perform the second-look without biasing 

the study. The second way is for the second-look to be 

performed by a different surgeon unaware of the treatment 

the patient received in the first surgery. The third way is 
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for both surgeries to be videotaped and the videotapes be 

reviewed, either in real time or later on, ideally by a 

panel of independent observers who record the scores. And 

the fourth method, that was discussed by Dr. Schwaitzberg, 

would be to have a second surgeon in the room at the time of 

the original surgery and perform the scoring at that time. 

We believe that all of these methods have 

advantages and disadvantages. The important point is that 

in the protocol, the choice be clearly laid out and its 

advantages and disadvantages be discussed and compensated 

for, if possible. 

The statistical component of any study is critical 

to its success. In the guidance we strongly encourage 

sponsors to meet with us in advance to review all components 

of any study concerning adhesion barriers. Above are listed 

the many different and critical statistical issues that 

should be identified and well thought out in advance: 

success/failure criteria; confounding variables; sample 

size; number of study sites; spreadsheets; protocol 

deviations; data auditing; dropouts; and this, of course, 

the statistical procedures and analysis. 

Let me just cite two examples from the slide of 

the importance of good planning on these issues. The 

success/failure criteria for any study are chosen based on 

valid scientific evidence that this magnitude of change will 
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be clinically beneficial to the patient. These criteria 

should be clearly laid out and discussed in advance. In 

addition, how these criteria will be evaluated--parametric 

versus non-parametric statistical evaluation, for example-- 

should be clearly outlined. 

Another issue of concern is confounding variables, 

not only across sites that might perform procedures 

differently but also across adhesion types, for example, de 

novo and reformation, that might respond differently. All 

potentially confounding variables need to be anticipated in 

advance and incorporated into an evaluation of statistical 

considerations in the protocol submitted. 

The next issues covered in the guidance that I 

will discuss are listed above. After careful review of the 

literature, we have concluded that the type of surgery 

performed, laparotomy or laparoscopy, can affect the 

formation of adhesions. As a result, in the pivotal study 

we have asked that if a sponsor wants to label a study for 

laparoscopy, the firm must have a study done on laparoscopy 

patients. 

Finally, the presence of malignancy raises 

different concerns. There is the possibility that the 

barrier might increase the risk of recurrence or the 

development of metastases. Therefore, any adhesion barrier 

indicated for use in malignant abdomens must undergo 
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Now, before I leave this slide, one of the other 

In the pivotal study, all adverse events should be 

recorded. Sometimes it is not clear that an incident is 

related to a device, but it is still important that we know 

about it because that can help in labeling the device and 

monitoring for future events. In addition, any organ that 

may be affected by the barrier should be monitored during 

the study. Optimally, all of these results are carefully 

recorded in the pivotal study. 

Well, I have tried to cover, in one degree or 

another, all of these topics as they are addressed in the 

guidance document. As you have gathered, this document is 

not a recipe for putting together a study for adhesion 

barriers, but rather guidances to the issues we consider 

when reviewing protocols. In the future, perhaps, when the 
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science of adhesions is better understood, we can give more 

directed guidance. Thank you. 

DR. BLANCO: Thank you, Dr. Mitchell. 

Are there any questions of Dr. Mitchell from the 

panel? Diony? 

MS. YOUNG: This is probably simplistic but, I 

mean, I don't know anything really about these adhesion 

barriers, but one of them--one type you mentioned is a 

solution, and so obviously a solution, as you mentioned, can 

sort of spread through the cavity, abdominal cavity. And 

for that reason it makes me think of the effects of--the 

potential effects could possibly mimic those of a drug, and 

in that case I just wonder if there are any guidance 

documents or guidance for drug use that would be applicable 

to the use of solutions as adhesion barriers. 

MR. : Well, I think part of what Elisa 

was saying and part of what was alluded to in a comment that 

was made, as well, was that some of these products do have 

aspects that are device aspects as well as drug aspects. 

And we have tried to be careful in requiring the types of 

studies that were necessary to evaluate the individual type 

of product, given its nature. 

And that's why, as Elisa said, it's important to 

accurately describe the device in its totality and for us to 

be able to understand what it's breakdown products are, 
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where it could be going, what kinds of problems could be 

related to its use. Because you're exactly right. A 

solution is different from a film, is different from a gel, 

both in terms of its effect and in terms of its possible 

safety consequences. 

And therefore, again, what we recommend is that 

sponsors look at their own individual products and come to 

us with a plan that reflects the nature of that product. 

And, you know, it could include some of the things that our 

sister centers look for in their products, as well. You 

know, in fact there could be biologic aspects of some of 

these products, and probably will be in the future as these 

products are developed. 

So I think, yes, you're absolutely right, we need 

to look at all those things. 

DR. BLANCO: Sandra? 

DR. CARSON: Wouldn't a good analogy be the 

protocols you have for the radiologic contrast medias? 

MR. : Yes, I think that would be a good 

analogy, other than the fact that the latest decision on 

those was that they are all going to be drugs. 

DR. CARSON: Oh. 

MR. : And in which case we wouldn't be 

discussing that, those types of products, in a device panel 

anymore. But yes, you're right, and I think increasingly, 
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not only in this particular subject area but in a lot of 

different devices that we are currently seeing, the borders 

between drugs, devices and biologics are becoming 

increasingly blurred, and we need to--you know, we need to 

understand that. It obviously makes our jobs a little bit 

moire difficult and more challenging, but clearly we need to 

understand that, and as is stated in the guidance, there may 

be times when we would require, request and require reviews 

from our sister centers to evaluate those aspects of a 

product that they are more familiar with than we are. 

DR. BLANCO: Don? 

DR. CHATMAN: Dr. Mitchell, I'm not clear about-- 

is this on?--I'm not clear about one issue having to do with 

:he design of these trials that has to do with laparoscopy 

and laparotomy. I think our two experts differed in their 

Dpinion as to whether or not there was a difference. I'm 

sure we all have our opinions, but what is FDA's position? 

Are we to do--are we to separate out these devices according 

to whether or not they have been used laparoscopically or by 

laparotomy? I wasn't clear. I didn't understand fully what 

you said concerning that issue. 

DR. MITCHELL: The recommendation in the guidance 

at this point is that if you're going to indicate for 

laparotomy, you should perform a laparotomy study, and if 

you're going to indicate for laparoscopy, you should perform 
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a laparoscopy study. Now, it is the position of the FDA 

that if we are presented with, you know, valid scientific 

evidence and good clinical information that we can indeed 

extend from one to the other, and it's supported by animal 

studies or other information, then we certainly will 

consider that, you know, using one for the other. But some 

of it applies to how the device is applied; some of it is 

related to the difference between the two different type of 

surgeries. SO there's lots of issues that we need to look 

at and consider before we make a determination of 

overlapping the two. 

DR. BLANCO: Ralph? 

DR. D'AGOSTINO: I would like to ask a question 

about I think one of the comments you made, is that there 

are situations where the agency is willing to take 

surrogates in a clinical trial and then look at 

?ostmarketing. I did hear that correctly? Thank you. 

What are those type of situations? Are they 

where--some scenarios would be that it's almost impossible 

within the clinical trial to see the clinical endpoint, and 

so you're willing to get a surrogate that's very good and 

then later on get confirmation. Another would be that the 

studies or the condition is of such a benign type of issue 

that surrogate is fine and just later on confirmation. 

So could you just say some words on what would be 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



elw 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

116 

the scenarios that would lead to that type of decision? 

DR. MITCHELL: I think you've identified two very 

reasonable scenarios. Another thing that enters into our 

decision-making actually is the time frame, because to do 

second-look surgery for a gynecologic indication, for 

example, it's a six-week, eight-week study, whereas if 

you're looking at a clinical endpoint of say pregnancy or 

reduced pelvic pain, you know, a year may be a more 

reasonable amount of time to get that kind of information. 

DR. D'AGOSTINO: Okay. Given that type of 

situation, what would it be --what would be the nature of the 

surrogate that would convince you that the surrogate is 

sufficient for approval? Again, with the postmarketing 

follow-up. 

DR. MITCHELL: Well, we're willing to entertain 

any of the surrogates that I suggested, either, you know, 

absolute number of adhesions or a scoring system. You know, 

we're not--we don't have--we haven't discovered a method of 

scoring or looking at or evaluating adhesions that is the 

best way to do it. 

DR. D'AGOSTINO: IS there some level of validation 

from the literature that would be needed, or is it some 

common sense-- 

DR. MITCHELL: At this point we don't think that 

there's any adhesion--way of scoring adhesions that has been 
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so strongly clinically validated that it is preferable over 

all the others. 

DR. BLANCO: I think to some extent, though, 

you're asking them for some of the questions they're asking 

us. Okay? Don? 

DR. CHATMAN: I had a question on your intended 

use thing. Basically you said that the company could come 

in as a site-specific thing or a general type of indication. 

So one company comes in and says, "All right, we're going to 

use it for a specific for the uterus or pelvis," and then 

the next company says, "We're going to come in and use this 

as a model, and use it for generalized throughout the 

abdomen," and then the other company comes back and says, 

"Hey, this guy just used it, the same model that I used, to 

get general use and I have got specific use." How can we-- 

now are you going to get away from those kind of conflicts? 

It sort of seems like that--you know, the question is, is 

zhe peritoneum different in one area of the abdomen than it 

is in the other area of the abdomen? 

And Dr. Schwaitzberg-- 

DR. MITCHELL: You know, we run into that 

situation not infrequently and, you know, we are willing to 

entertain what the sponsor comes to us with in terms of 

proposals. If it comes to our attention that there is a 

different way to look at things and it's related to, you 
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know, an adhesion barrier product, for example, often what 

tie do is inform the other sponsors that this is an option 

that if they're willing to explore, make an argument for and 

present to us, they're certainly more than welcome to do 

that. So, I mean, that certainly can happen. It depends on 

tihat the sponsor wants, and it depends on what we tell the-- 

and it depends on, you know, how things unfold after that 

with the-- 

DR. BLANCO: Let me limit that a little bit 

because we're starting to get into discussion, and I want to 

save it until after lunch. I do want to get the public 

hearing before lunch if we can. So let's have Dr. 

Schwaitzberg's question, and then let's get the public 

hearing going. 

DR. SCHWAITZBERG: I think if nothing else gets 

decided today, the single most important issue is whether 

the panel will accept that the adhesion itself is the 

clinical endpoint and no longer consider it a surrogate 

endpoint. If you look at a cancer drug, the clinical 

endpoint is reducing the cancer. If you look at an 

infection drug, the clinical endpoint is reducing the 

bacteria. And if you look at an adhesion product, then the 

clinical endpoint is reducing an adhesion. 

If the guidance document or the panel can come to 

some clarity on that issue, if nothing else today, that 
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1 would be a major accomplishment, you know, for the day. 

2 Both Dr. DeCherney and I feel that the adhesion is the 

3 clinical endpoint, and the panel can vote and decide 

4 whatever it decides, but if it comes to that determination 

5 and clarifies that single point, they've done a great 

6 service to everybody, including themselves. 

7 DR. BLANCO: Make sure to bring that up when we're 

a doing the discussion and we'll get that. 

9 DR. MITCHELL: Dr. Schwaitzberg, just let me ask 

10 one question. When you say "reducing an adhesion,1' what do 

11 you mean? 

12 DR. SCHWAITZBERG: Presence or extent or severity 

13 or functionality. I think those are all clinical aspects of 

14 what an adhesion is. 

15 DR. MITCHELL: Any of those? 

16 DR. SCHWAITZBERG: Any of those, and that you can 

17 make your claims appropriately. So I just wanted to comment 

ia on focus. 

19 DR. BLANCO: Okay, let's go ahead and move on to 

20 the public hearing. We have four individuals and two 

21' letters who have asked to present. Let me remind 

22 individuals--Dr. Jim Burns for Genzyme on behalf of a group 

23 of adhesion barrier manufacturers will be the first speaker. 

24 Let me remind everyone to identify themselves for the 

25 record, also identify yourself whether you have any possible 
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:onflict of interest, any support from industry, et cetera. 

DR. BURNS: Thank you, Mr. Chairman, and good 

Eternoon. I would like to thank Dr. Harvey for allowing us 

1 make our presentation here today. As was mentioned, I 

3present an ad hoc task force of industry members that have 

lot of interest in doing research and developing products 

Dr adhesion prevention, and we therefore have a lot of 

nterest in this adhesion guidance document. 

I would like to, since this is for the public 

ecord and I don't want to be outdone by Dr. Schwaitzberg 

nd Dr. DeCherney, my birthday is this coming Monday. So as 

oon as I get my Power Point presentation up here, then 

e'll get going. 

We have, in very short order, put together a 

sresentation today to go through the issues that are of 

.mportance to us, and particularly for clinical endpoints as 

Yell as labeling issues. We have had a number of 

discussions--Bonnie, actually if you can go to the next 

slide--amongst all the task force that are represented here, 

which is actually a pretty impressive list of all the people 

rl 

a' 

S 

W 

P 

i 

P 

1 :hat are in industry that are experts in the study of 

! i 

3 : 

L : 

5 

adhesions as well as adhesion prevention. And we will 

reserve the right, through separate correspondence with the 

FDA, to indicate some of our issues that we may have on the 

preclinical and the manufacturing and the other issues, but 
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We are not coming forward here with our ideas 

reduced in a vacuum or only from an industry perspective. 

ext slide, Bonnie. But we have actually elicited the help 

f a number of surgical experts in this field to help guide 

s in how we think about some of these clinical issues and 

abeling issues. Some of those are here today, and I would 

ike to point out the clinical members of our ad hoc task 

orce: Dr. Randy Dunn actually is not here today. He is 

rtill down in Texas. Dr. Michael Diamond is here with us. 

jr. Gere DeZiarga, Dr. Victor Gomel, and Dr. Russell 

lalinak. And on behalf of the other industry members of 

:his task force, I would like to thank them for their 

jarticipation and help. Next slide. 

So the four issues that I'm going to briefly 

Iddress with you today are shown here, and some of these 

lave already been addressed by Dr. DeCherney as well as Dr. 

Schwaitzberg. The first one will have to do with clinical 

endpoints for adhesion barriers, and we would like to state 

our very strong position on this, that adhesion reduction 

itself is a valid clinical endpoint. 

We will also discuss briefly scoring systems for 

post-surgical adhesions and what is meant by the word 

"validated" with respect to those scoring systems. I would 
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2! reviewers and panel members, that adhesion reduction in and 
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Lso like to briefly talk about extrapolation of clinical 

rials to labeling indications, how broad might we go, based 

n the sometimes naturally narrow scope of clinical trials 

or evaluation of these products. And as an extension of 

hat discussion, we will also talk about laparoscopy and 

aparotomy for clinical product testing. Next slide. 

In the 13 years-- I'm sorry you can't read that. 

his is a Gary Larson comic. I love this comic. It says, 

Well, I guess that explains the abdominal pains," and the 

urgeon is pulling out a porcupine. I've been working this 

rea for 13 years, and there has been quite a bit of 

volution, obviously, in how we view the problem of 

.dhesions, the etiology of adhesions as well as what we can 

lo to prevent adhesions. Next slide. 

But for sure what is known is that there is no 

loubt that post-surgical adhesions cause significant patient 

morbidity and in part a significant cost burden to our 

wealth care system. I don't think there is any doubt about 

:his any longer. 

That's why we feel very strongly that in the 

Juidance document, although it is implied that adhesion 

prevention is an important endpoint, it should be more 

clearly stated so that it's not ambiguous to future 
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25 endpoints. That doesn't always translate to a label for 

f itself is an acceptable and sufficient endpoint for 

dhesion reduction product approval. Next slide. 

This is substantiated by a number of precedents. 

here have been a number of panel meetings that have 

ddressed this issue, and specific questions put to expert 

anels, and those are indicated here on this particular 

oint. In two meetings of the General Plastic Surgery 

anel, both times the panel was asked, "Is adhesion 

revention an important clinical endpoint?" And the answer 

o that question was yes. There has also been a similar 

esponse for an OB/GYN Panel in April of '89, and more 

,ecently for an Orthopedic and Rehabilitation Devices Panel, 

or an adhesion prevention product. Next slide. 

Further, the FDA has approved adhesion barrier 

levices based on adhesion reduction endpoints. Importantly, 

.t was the opinion of the May 5, 1997 General Plastic 

;urgery Devices Panel that, although adhesion reduction is a 

ralid endpoint for evaluating these products, there is no 

iurther implied claim about other clinical outcomes such as 

small bowel obstruction, pain or infertility in a product 

Label for adhesion reduction. Therefore, without exception, 

adhesion reduction has been the primary endpoint for pivotal 

efficacy trials for adhesion product approval. 

That's for the clinical studies for these 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



elw 124 

1 those endpoints. And I think in the document, the guidance 

2 document, it should also explicitly state that a product 

3 label, if it is studied for adhesion prevention, obviously 

4 should be for adhesion reduction for use of that product, 

5 and that there is no implication of other clinical outcomes, 

6 again, small bowel obstruction, infertility, pain, 

7 reoperation time. 

a It should be up to the manufacturer's discretion 

9 that they may add a product indication for these other types 

10 of outcomes by electing to do postmarket outcome studies. 

11 It should not be a requisite for approval of a product to 

12 conduct postmarket outcome efficacy studies if the label is 

13 explicitly stating "adhesion reduction." Next slide. 

14 And this is again supported by some precedent, and 

15 we support that precedent, that label indications for 

16 location of use can be broader than those studied in 

17 clinical trials, when this is scientifically appropriate. 

ia And we heard some of that discussion from Dr. Schwaitzberg 

19 today, as well as Dr. DeCherney. And the label should 

20 indicate where the product was effective. 

21' So although a product may be studied in one type 

22 of clinical indication, when it is scientifically 

23 appropriate, a broader label may be appropriate. The label 

24 should state, though, where the product is actually shown to 

25 be effective. Additionally, specific safety questions, 
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epending on how the product is or where it might be used, 

an be addressed in either pre- or postmarket studies or in 

nimal studies. 

I would like to extend this label discussion into 

aparotomy versus laparoscopy, and we've heard some 

nteresting discussion about that already. The draft 

uidance document currently states that there are 

'ignificant differences between laparoscopy and laparotomy 

.hat might affect the potential efficacy of adhesion 

jarriers. Although this is stated and implied, there is no 

:ound scientific data to actually justify this position, and 

actually there is a recent meta analysis by Dr. David 

Jiseman in which adhesion formation at sites of trauma, as 

rell as reformation-- in both cases there is trauma--is 

essentially equivalent whether that is in laparoscopy or 

Laparotomy. Next slide. 

So we feel that this supports that a separate 

efficacy study by laparoscopy and laparotomy should not be 

automatically required for every product that comes before 

the FDA, as there is no known scientific evidence of 

significant differences for adhesion reformation and 

formation at sites of trauma. Admittedly, this may be 

different for what are known as de novo 1-A adhesions. 

Those are adhesions at sites of incidental trauma. 

Studies may be necessary to demonstrate the safety 
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2nd compatibility of using barrier products in laparotomy 

Id laparoscopy. So if the main efficacy study is performed 

1 laparotomy, you may have to show that you can actually 

se the product in a safe way through a laparoscope for 

1paroscopic applications. And labeling should therefore 

ldicate separate instructions for use, product use, in 

aparotomy and laparoscopy. 

t1 
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Another point I wanted to just briefly mention is 

he issue concerning validation. In this particular case 

e're talking about validated scoring systems. We agree 

ith the FDA on the need for validating scoring systems. 

e'd like to clarify what that means to us. That is that a 

coring system should be defined prospectively between the 

DA and the end sponsor in the study protocol, and that this 

coring system should be shown to provide a reproducible 

Leasure of adhesions. 

In summary, we feel that reducing post-surgical 

tdhesions is an established and acceptable endpoint for 

evaluating adhesion barrier products, and that manufacturers 

nay add to a product's indication by electing to conduct 

?ostmarket outcome for bowel obstruction or other outcomes 

Iesides adhesion prevention. Adhesion scoring systems 

should be defined prospectively with the FDA in the 

protocol, and should be shown to provide a reproducible 

measure of adhesions. 
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We believe that data do not support significant 

differences between laparoscopy and laparotomy for adhesion 

reformation-and adhesion formation at surgical sites, and 

zherefore we believe that separate clinical efficacy trials 

should not be always required for these types of products. 

? also support the precedent that the label indications for 

Ication of use can be broader than were studied for a 

articular clinical trial, and that the label should 

ndicate where the product was shown to be effective. 

In summary, we would like to say that we welcome 

he opportunity to comment on this draft guidance document, 

nd we look forward to collaborating with the medical 

ommunity and the FDA, hopefully in an active relationship, 

o develop the optimal guidance document for resorbable 

.dhesion barriers to ensure the availability of these types 

jf products for the benefit of surgeons and patients. Thank 

'OU , and I would like to indicate that we will be here for 

:he rest of the day if there are any questions that you 

rould like us to answer. 

DR. BLANCO: Thank you very much for your 

lresentation. 

We will go ahead and move on to the next speaker 

>n the list, and this is Dr. David Wiseman, speaking for the 

International Adhesions Society. 

DR. WISEMAN: Yes. Thank you, Mr. Chairman. 
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1 Thank you for allowing me to make this presentation today. 

2 I am wearing a couple of hats today. Next slide, please. 

3 Firstly, the International Adhesions Society is an 

4 internet-based support group for patients with postoperative 

5 

6 that's devoted to the development of adhesion prevention 

10 

11 

12 

13 

14 

15 

adhesions. In addition, I have my own consulting company 

products, and in that regard I have received compensation 

and have worked with a number of companies that are 

represented here today and/or have financial interest in 

some of those companies. Next slide, please. 

Briefly, the International Adhesions Society, the 

mission is stated here. It's for more awareness, to provide 

support to patients, and to promote and conduct research. 

Next slide, please. 

The membership consists of men and women who 

16 0 suffer from adhesion-related disease. The youngest age is 6 

17 

18 

19 

and the oldest is 90 we have, covering a variety of medical 

specialties, predominantly in North America but also 

throughout the world. 

20 The typical problems are shown here. I want to 

21' highlight the second bullet there to emphasize Dr. 

22 

23 

24 

25 

Schwaitzberg's presentation, that many of our members have 

had multiple procedures, anywhere from 4 to 20. These 

procedures are hazardous, time-consuming and very expensive, 

and there are a number of problems in accessing health care 
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25 study of Ellis has been mentioned, that adhesions are a 
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for people that have adhesions. Next slide, please. 

This, briefly, this is not the worst patient, but 

when I drafted my presentation I sent it out to everyone for 

comment, and somewhere down there this lady says that she 

has had an adhesion between the omentum and the vagina which 

has been cut two or three times, and the problem that it 

causes goes away, and then it comes back again once that 

adhesion grows back again. Next slide. 

I want to address just two points in this part of 

the presentation, one regarding clinical endpoints. We have 

discussed that already. There is plenty of circumstantial 

evidence, as Dr. Burns has pointed out, that links adhesions 

and the endpoints, and we all understand now, I think, that 

it's scientifically difficult to study these endpoints in a 

validated type of method. 

If these endpoints were made a condition of 

approval, it would delay the approval of agents that might 

help our patients, and furthermore discourage manufacturers 

to develop products that could be of benefit. And so we 

request that the approval of anti-adhesion agents should not 

be contingent upon studies with these endpoints. Next, 

please. 
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irect cause of hospital readmissions in such a number which 

ivals admissions for common procedures such as bypass, 

oronary artery bypass, appendectomy and hip replacement, as 

ell as being--adhesions are a financial burden on the 

ystem. 

Most importantly, because adhesion corrective 

urgery is often hazardous and always time-consuming, it is 

ometimes not even attempted, and so the lack of 

vailability of products such as the ones we're talking 

.bout means that patients who suffer from these problems 

lon't even have the ability to go in for second, third, or 

!lst looks to correct their problems. So therefore, again, 

re believe that adhesion reduction itself is a valid 

scientific and clinically meaningful endpoint. Next, 

Ilease. 

This is just listing some comments that I have 

received. You can see patients have had procedures anywhere 

Erom 4 in number to 18 I think is the highest number on that 

slide. Next, please. 

The next comment we want to make is that we urge 

the panel to consider carefully imposing any requirement on 

companies or scientists that has no scientific basis. And 

the issue, the main issue at hand here is the issue of 

laparoscopy versus laparotomy, and we believe that the same 

standards of valid scientific evidence that FDA requires-- 
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he law requires from sponsors must also apply to FDA when 

t imposes additional requirements on the sponsors, and we 

elieve that such a policy may be implemented without 

ompromising patient safety. 

And if you go to the number two, Bonnie, Dr. Burns 

as asked me to go into a little more detail on the 

aparoscopy issue. It's about the 10th slide down, so keep 

,oing. Okay. 

In the guidance document, this is a quote from the 

guidance document, it says, "Due to significant differences, 

)oth quantitative and qualitative, in adhesion formation, 

:he FDA's guidance document suggests that there are 

differences between laparotomy and laparoscopy,1' and it 

Iuotes two papers, Lundorff and the Operative Laparoscopy 

jtudy Group. Next slide, please. 

I reviewed both studies. In fact, we reviewed 

:hem for our meta analysis, the one that we cited earlier 

:hat I conducted together with Drs. Diamond and Trout. The 

first study that is cited by the guidance document is 

Lundorff, and indeed they found that more adhesions were in 

laparotomy than laparoscopy. 

However, a large number of patients, almost 30 

percent, which were randomized through treatment did not 

undergo second-look laparoscopy. And since the group 

assignment of these patients was unstated and no intensive 
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22 any studies that are like that. The only possible thing 
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24 adhesion barrier where there are four--there are many 

25 studies showing its efficacy in laparotomy, there are four 
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treatment analysis was performed, it's very difficult to 

reach any kind of conclusion as to whether in fact there 

were more adhesions in laparotomy than laparoscopy. 

The second study that is cited is in fact a study 

which is only on laparoscopy, and in the discussion it makes 

some comparisons between laparoscopy and laparotomy. At 

that time in 1991 the classification of de novo adhesions 

was ambiguous, and Dr. Burns has mentioned that there are 

two different types of de novo adhesions, 1-A and 1-B. We 

don't have into what that means at this moment, but suffice 

it to say that since this classification is ambiguous, it's 

difficult to make any comment on that. 

And, lastly, in later review of this study, it has 

turned out that some of the patients in that study were 

treated with Dextrand 70, and so it's difficult to make any 

kind of conclusion from that study about whether laparoscopy 

or laparotomy has more adhesions. Next slide, please. 

Furthermore, the guidance document or I believe 

the questions to the panel suggest that some studies have 

shown that the same barrier might not work well in 

that we could think of is in regard to one particular 
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tudies in laparoscopy that show its effectiveness, one 

tudy that shows it is not effective, and yet one other 

tudy where the product was inappropriately applied and it's 

ifficult to draw any kind of conclusions in that particular 

tudy. So we are unaware, we would like to be made aware if 

he data exists, as to the basis for this comment. Next, 

Ilease. 

So to summarize, there are some, even with the 

:aveats that I have mentioned, there are some studies that 

suggest adhesions form less frequently in laparoscopy, the 

Jundorff study that I mentioned, and secondly there are some 

studies that suggest that adhesions form more frequently in 

Laparoscopy, and our meta analysis suggested there was a 

slight increase but it was not statistically significant, 

essentially the same. We thought that that was due to the 

reduced ability to handle tissues atraumatically. There may 

be some issues of gases being used during laparoscopy, and 

also possible effects of cautery combustion products. Next 

slide, please. 

But there is no--but, despite these things, there 

really is no evidence that the rates of adhesion development 

are any different, other than this one unique category of 

adhesions. There is no difference that the pathobiology is 

any different. There is no ability--there is no evidence 

that adhesion barriers work any differently in laparotomy or 
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aparoscopy. 

And, based on the product, the one product that's 

n the market, been on the market for 10 years now, there's 

o evidence of differences in product safety. In fact, Dr. 

alinak, who is in the audience today, will recall a study 

hat he presented a few years ago saying that this 

articular product, 60 percent of its use is off-label in 

aparoscopy. and clearly there have been no safety concerns 

ith that. 

So we believe that there is no justification to 

acquire separate efficacy evaluations in laparotomy and 

That there should be adequate studies to show the 

safe and effective deployment of the device. Where concerns 

:hat a product may be compromised in the presence of 

lleeding, the labeling should indicate that the surgeon 

checks hemostasis by partial desiccation prior to deployment 

,f the device. And safety concerns can also be addressed by 

safety studies and/or postmarket surveillance. 

And I think that's it. 

DR. BLANCO: All right. Thank you very much. 

DR. WISEMAN: Thank you. 

DR. BLANCO: All right, let's go ahead with the 

next public speaker, Dr. Victor Gomel. Please remember to 
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ientify yourself, your affiliation, whether you have any 

Ipport. 

DR. GOMEL: Yes. I am Victor Gomel. I am a 

rofessor at the University of British Columbia. I have 

Irked with adhesions all my life, my professional life, and 

bviously I have had support by--from many companies, 

esearch support. 

What I would like to present briefly today is, 

ndeed adhesions in themselves are important, but they 

ffect outcome. I would like to show you three studies that 

he AFS call that we use is a prognostically valid score, 

nd that reduction of adhesions also lead to clinical 

.esults, to clinical outcome. 

In this particular study from Japan, the patients 

tre grouped with--according to their adhesions, and you can 

see these are ovarian adhesions. They are a group of 

minimal adhesions, a group of mild adhesions, moderate 

adhesions, and severe adhesions. 

And you can see on your left the pregnancy rates, 

which are about 70 percent, 60-odd percent in the patients 

tiith minimal and mild adhesions, whereas that rate is 

significantly lower, actually fairly low in patients who 

have moderate and severe adhesions. So that you can see 

clearly that adhesions in themselves affect outcome, and in 

this case the degree of ovarian adhesions seem to indeed 
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ffect pregnancy outcome. The second slide, please. 

This is a study from Vancouver. They are all 

uman studies. This study involves 90 patients with distal 

ubal occlusion submitted to salpingostomy, and according to 

he AFS classification devised in 1988, and I was in that 

articular committee, 17 of the patients were in the 

lrognostically good group, mild group, and you can see that 

learly 70 percent of these patients achieved a pregnancy, 

rhereas the 73 patients who were in the severe group had a 

jregnancy of about--pregnancy rate of about 20 percent. 

Jext slide, please. 

And I am delighted to show a very recent, yet 

Inpublished study, sent for publication, of 61 patients from 

Xeece. And here you see the characteristics of these 

patients. They have a duration of infertility varying 

Detween 1 and 9 years, with a mean of 3.5, primary and 

secondary infertility divided as 75/25 percent. 

But what is very important in this study, if we go 

to the next and last slide, you will see here these were 

patients who had reasonably good tubes. In other words, 

they were submitted to salpingostomy but, according to the 

classification, their tubes were considered prognostically 

good. But in the upper bar there were no or minimal 

periadnexal adhesions. 

In the lower graph with triangles there were 
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noderate to severe adhesions present. And you can see a 

statistically significant difference between the pregnancy 

lte achieved by these two groups of patients, again clearly 

emonstrating the influence of periadnexal adhesions on the 

Itcome, on the pregnancy outcome. In the upper bar the 

regnancy rate was 46 percent, and in the lower it was about 

a or 29 percent. 

So I rest my case. Thank you very much. 

DR. BLANCO: Thank you. The next speaker that we 

ave registered is Dr. Russell Malinak. 

DR. MALINAK: Thank you, Mr. Chairman. I am 

ussell Malinak, professor of OB/GYN at Baylor College of 

[edicine. I have been a reproductive surgeon since 1968 and 

tave spent a majority of my time in performing surgery, 

Leaching residents, fellows and students, and doing 

Tesearch. I am not paid to be here, but I have had industry 

Support from numerous sources for both research and teaching 

lver many years. 

I am here as a patient advocate. I am here in the 

interest of the health care of women, regarding prevention 

Ir reduction in postoperative pelvic adhesions. I have been 

privileged during my career as a gynecologic surgeon to 

observe, over decades now, improved outcomes from 

technologic advances in anesthesia, blood transfusions, 

surgical instrumentation, suture materials, and minimally 
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1 invasive surgery. Yet one outcome which has not been 

2 substantially improved has been the complication of 

3 postoperative adhesion formation. 

4 I encourage the FDA to extend their partnership 

5 with the academic institutions and industry in support of 

6 clinical trials to ensure that the very best science and 

7 surgical acumen can be applied to resolution of this 

a problem. These trials should be based on documentation that 

9 the anti-adhesion method has in fact reduced adhesions 

10 beyond that achieved by controls. Outcomes such as 
4‘ 

11 pregnancy are too nefarious to document efficacy of an 

12 adhesion reduction method. 

13 I consider postoperative adhesions, with their 

14 attendant morbidity and occasional mortality, to represent 

15 the largest unmet need in the advancement of the art and 

16 science of surgery. Thank you for the opportunity. 

17 DR. BLANCO: Thank you, Dr. Malinak. 

ia Is there anyone else in the audience who would 

19 like an opportunity to make comments to the panel? 

20 [No response. 1 

21 . DR. BLANCO: Not having anyone volunteer, there 

22 are two letters that FDA received, that their writers 

23 requested that their letter be read into the record and also 

24 read to the panel. The first letter is from Dr. Steven 

25 Wexner, and I'll go ahead and read them. 
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"Dear Dr. Harvey: I am Chairman of the Department 

E Colorectal Surgery at Cleveland Clinic Florida. I have 

een involved in the evaluation and clinical study of 

dhesion barrier products for the last many years. I am 

arrying forward the tradition of my late partner, David G. 

agelman, M.D. He studied with Professor Harold Ellis, 

.B.E., in London, England, pursing adhesion research 

everal decades ago. I am writing to forward my clinical 

pinion on the adhesion barrier guidance document, which is 

he topic of the Advisory Panel meeting to be held on 

anuary 25th, 2000. Unfortunately, due to a prior 

ommitment, I will be unable to attend much as I would like 

o discuss these issues with you in person. 

"The clinical section of the guidance document 

lake frequent reference to studying specific clinical 

outcomes whenever possible. Unfortunately, it is 

.mpractical, unfeasible, and in fact potentially deleterious 

:o patients to perform a well controlled randomized blinded 

:rial if the primary clinical outcome is small bowel 

obstruction. The fact of the matter is that the vast 

najority of patients want to know whether or not a device or 

a substance has been placed in them as well as what 

technique has been used. Since patients worry about 

recurrence of cancer, diverticulitis, and inflammatory bowel 

disease, three of the most common indications for colorectal 
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lrgery in this country, it is easy to understand their 

lncern. Unfortunately for the patients, these diseases do 

ecur; however, serendipitously reexploration for problems 

uch as recurrent Crohn's disease and repair of ventral 

ncisional hernias does allow the unique opportunity to 

ssess adhesions. Such assessment is a valid endpoint that 

s clinically of paramount importance. Adhesions cause not 

nly bowel obstruction, but increase the length of operative 

ime, thereby potentially increasing the risk of surgery, 

.nd increase the possibility of enterotomy and myotomy, 

.herefore potentially increasing the risks of post-operative 

sepsis and fistula formation--fistulization. One of the 

jotential advantages of studying adhesions over obstruction 

..s that adhesions form within a few days after surgery, 

rhereas obstruction may occur up to five to six decades 

.ater. Therefore, were a study to rely strictly upon bowel 

obstruction, an infinite endpoint would be necessary. The 

attrition which would occur over such a long period of 

Iollow-up would make the denominator for the study virtually 

Inachievable. However, since so many patients who undergo 

:olorectal surgery require reoperation for a variety of 

reasons, the presence or absence of adhesions can be easily 

studied. 

in many fields of research. My interest in publications 
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lcludes the gamut of functional disorders such as 

onstipation, incontinence and rectal prolapse; to 

alignancy, including colonic and rectal carcinoma; to 

nflammatory bowel disease, including mucosal ulcerative 

olitis and Crohn's disease; to techniques such as 

aparoscopy; to improvement of outcomes. Clearly a 

eduction in bowel obstruction represents a significant 

mprovement in outcome, as adhesions are formed after the 

'ast majority of transabdominal operations performed to the 

Nolan and rectum. In the absence of being able to prove a 

*eduction in obstruction, it is at least gratifying to 

lypothesize that these operations can be performed more 

[uickly and more safely due to a reduction in adhesions. I 

strongly suggest that evaluation of adhesions be allowed as 

1 clinically important surrogate to bowel obstruction in 

Euture adhesion reduction studies. I, for one, look very 

nuch forward to offering some hope to the plethora of 

patients whose lives are adversely affected by adhesions. I 

eagerly await the day when we can improve outcome by safely 

preventing adhesions. Verification of their presence and 

quantification of their diminution after therapeutic 

intervention is a logical and necessary first step. 

"Should you require any additional information 

from me, please let me know. Sincerely, Steven Wexler." 

The next letter is from Dr. Harold Ellis, emeritus 
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rofessor of surgery, University of London, King's College, 

ondon. 

"Postoperative Intra Abdominal Adhesions. 

"1 am the chairman of a group of surgeons, 

ynecologists and a health economist in the U.K. who are 

nterested in the problems of post-operative intra abdominal 

dhesions. We have published a number of studies in this 

ield, including a major report in the Lancet on adhesion 

-elated admissions to hospital after abdominal surgery. See 

=eference list. 

"1 have been carrying out clinical and laboratory 

:esearch in this field since 1958. A summary of our main 

findings is as follow: 

" (1) Intra abdominal adhesions are almost 

invariably after abdominal or pelvic surgery. Certainly 95 

percent of patients will demonstrate adhesions to the 

laparotomy scar and/or the site of surgery on reexploration 

of the abdomen. The exceptions are surgery for ‘cold' 

appendectomy in some cases and the lower segment Caesarian 

section. 

"(2) A proportion of patients will develop post 

operative intestinal obstruction as a result of adhesions, 

which account for 65 to 75 percent of all cases of small 

bowel obstruction in the Western World. 

" (3) The risk of this complication of abdominal 
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lrgery is lifelong. About 1 to 2 percent of patients will 

lstruct within the first year following surgery, but about 

j percent of cases will have had their initial abdominal 

lrgery 10 years or more before their first obstructive 

?isode. 

Sl 

r: 

tc 

r 

I1 (4) Some operations are at particularly high 

isk of developing subsequent obstruction. For example, 

otal colectomy and ileal pouch surgery has a 25 percent 

isk of subsequent adhesive obstruction. 

m 

S 

S 

h 

"(5) We surveyed the population of Scotland, 5 

illion people, in a retrospective cohort study. A 10 year 

urvey of a cohort of 54,380 patients undergoing abdominal 

urgery in 1986 revealed a 5.7 percent readmission rate to 

.ospitals in Scotland classified as directly adhesion 

related, with 3.8 percent requiring operative treatment. 

ceadmissions occurred steadily over the 10 year period of 

:011ow-up. 

" (6) In addition to the problems presented by 

adhesive obstruction, adhesions increase the time taken to 

anter the abdomen in a second laparotomy, in our study a 

nean of 24 minutes; increase the danger of inadvertent bowel 

perforation, 21 percent in a recent major study; are a 

leading cause of female secondary infertility; and, in the 

pelvis, may result in pelvic pain and dyspareunia. 

I'Conclusion: Post-operative intra abdominal 
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dhesions are the commonest cause of small bowel 

bstruction, as well as being responsible for other serious 

nd common surgical and gynecological problems. Any means 

hat might reduce the incidence of adhesions would be a 

aluable contribution to the surgical armamentarium. 

llHarold Ellis, emeritus professor of surgery, 

'niversity of London." 

And several selected references are hereby entered 

.nto the record by reference to this letter. 

That ends the open public hearing section of this 

bane1 meeting. We will reconvene again at 1:30, at which 

Lime we'll begin the discussion. Thank you very much. 

[Whereupon, the panel adjourned, to reconvene 

-:30 p.m. the same day.1 
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AFTERNOON SESSION 

DR. BLANCO: All right. We're going to go ahead 

Id reconvene the meeting. We have totally redone the 

Jenda, but now we're back hopefully on track, and we'll see 

i we can go through this and finish up. 

Now the rest of the time will be dedicated to 

anel deliberations and the panel discussion of a set of 

repared questions that the FDA has for us. Just so that 

he audience is aware, one of the speakers talked about 

oting. There really is no voting in this type of format. 

e're just discussing it and either coming to conclusions, 

r hopefully in a friendly manner agree to disagree, and 

xpress opinions for enlightenment of the Food and Drug 

dministration personnel that are here. 

For those of you on the panel, you should have in 

our packet the discussion questions that we are asked to 

iscuss and give some guidance to the FDA on, and I'll begin 

*eading the general document and then we'll go question by 

[uestion and discuss the various issues. 

Recently a draft guidance document, guidance for 

resorbable adhesion barrier devices for use in abdominal 

tnd/or pelvic surgery, was jointly issued by two divisions 

.n CDRH's Office of Device Evaluation. This panel is asked 

;o discuss how the following issues are addressed in the 

guidance document and provide recommendations for additions, 
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?letions or modifications to the document. The purpose of 

lis discussion will be to provide FDA with insight to 

xther refine and improve the guidance. 

The first question that we are asked to look at 

as three parts. Number 1: Regarding study endpoints for 

dhesion barriers used in the abdominal-pelvic cavity: 

(a) Please discuss the importance and value of 

tudying clinical endpoints in adhesion barrier 

nvestigation, i.e., reduction of small bowel obstruction, 

mprovement of fertility, reduction in chronic pelvic pain. 

lease also comment on the best methods to evaluate them. 

(b) Please discuss the strengths and weaknesses 

If the following assessment tools used to measure pelvic and 

abdominal adhesions in terms of accuracy, reproducibility 

tnd the ability to accurately predict clinical outcome: 

)ne, incidence of adhesions; two, extent of adhesions; 

three, severity of adhesions; four, AFS scoring system; 

!ive, modified AFS scoring system; six, number of adhesion- 

iree patients; seven, other methods for evaluating 

adhesions. 

(cl Please discuss the use, advantages and 

disadvantages of surrogate endpoints listed above in l(b) 

versus clinical endpoints for the approval of an adhesion 

barrier. 

The floor is open for discussion. Any panel 
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I D1 _ . Schwaitzberg, please feel free to join in with us. And 

il i we need some questions from some of the audience, we have 

SE ?veral experts in the audience, and we will try to call on 

t1 nem as we need. Anyone want to--have you got a comment, 

RZ alph? Why don't you start it off? 

DR. HARVEY: And please use the mike if you can. 

DR. D'AGOSTINO: I'm sorry. To get the discussion 

53' oing, in terms of the clinical endpoints, it's hard for me 

tt o see on the surface why one wouldn't want the clinical 

e ndpoint to be the major endpoint. And, again, this is not 

n ecessarily where I'm heading for final, but just in terms 

0 f the discussion. 

And I don't necessarily hear anybody saying, even 

t hough they're multifactorial and what have you, that they 

a .ren't appropriate endpoints as long as there's a mechanism. 

nd I think one possible scenario for clinical trials is to 

tave these endpoints, the reduction of small bowel 

obstruction, fertility, reduction in chronic pelvic pain, as 

zhe main endpoint, followed by a close look at the adhesions 

;o make sure the mechanism is in place and that there's an 

understandable mechanism. 

147 

And if that's one possibility for putting a 

clinical trial together, I would think that that would be 

sort of the preferred clinical trial. And I would really 
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1 like to hear what people have to think about that or say 

2 about that. 

3 DR. BLANCO: Well, I guess I'm going to disagree a 

4 little bit with that because I think it's not only the issue 

5 of multifactorial, I think it goes back again to what is 

6 going to be the indication for use and how is the product 

7 going to be marketed. And I think, you know, if you're 

8 going to say that your product helps the pregnancy rate, say 

9 from--that it helps the pregnancy rate, well, that's a claim 

10 that you've got to prove. 

11 But if your indication for use--and this was one 

12 of the things that one of the speakers this morning said 

13 they later wanted to broaden, I think you can't have your 

14 cake and eat it too. I think you've got to say, "Okay, I 

15 want to show that my product reduces adhesions1V in whatever 

16 way, shape or form it's decided that you're going to measure 

17 that, and then that's what you've got to claim, that by use 

18 of this product you have got a lower rate of adhesion 

19 formation. 

20 Now, obviously the implied hope there is that by 

21 lowering the rate of adhesion formation, you eventually will 

22 make an impact on all of these clinical diseases that create 

23 problems for patients. But, I mean, I can see very 

24 problematic issues with intestinal obstruction in terms of 

25 the number of years that it would take to really know what 
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I think a perfect example on the pregnancy side is 

look at the recent 10 to 20-year data out of the CDC 

ooking at the failure rate of tubal ligations and showing 

hat you still have failure rates, you know, a significant 

umber of years past the procedure. And I think that to be 

ble to prove that claim would be impossible, and I think 

t's just a matter of you can't make that claim. You have 

o narrow the claim to what you think the product can do. 

DR. D'AGOSTINO: So, I mean, can I just respond? 

DR. BL,ANCO: Sure. Go ahead. 

DR. D'AGOSTINO: So in place of these particular 

clinical endpoints, then we'd have to switch to some sort of 

leasure of adhesion, such as in the 1-B. And if we were-- 

lnd again, I'm just trying to talk this out as opposed to 

necessarily say my particular view--but if we were to say 

;hat there was a particular operation being done for the 

fertility problem or for the small bowel obstruction, would 

\Te not need to--would we want to think of the way we look at 

;he adhesions as somehow relating to that particular 

problem? 

And if we had an endpoint in mind, a clinical 

andpoint in mind, it would inform us I think in terms of how 

to look at the adhesions. And I would think that just 

looking at adhesions, period, might lead us to a global type 
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f study where we don't know what we have at the end, where 

f we had a clinical endpoint in mind, then we might be 

riven by some way of--particular way of looking at the 

dhesions. 

DR. BLANCO: I'm not sure that I follow that. I 

ean, I would think just the opposite, that adhesions, it's 

lear-cut. You go in, you traumatize a tissue, you know, 

hat's one of the risk factors for adhesion; other things 

hat can happen that maybe we don't understand, whether the 

.mmune status of the individual, something else. 

And that's one of the things that I would comment. 

: think when studies are being done for these particular 

:ypes of products, things that would benefit industry and 

Jould benefit clinicians is to not just look for the 

larticular effect but to try to understand a little bit 

letter why some patients have a very high rate of adhesion 

Formations and others you do multiple surgeries--I mean, I 

don't know if that happens in general surgery, but in OB/GYN 

you'll do four operations on a women and, you know, the 

pelvis looks like it's nothing, you've never been in there. 

And another one, you'll do one and it looks like a grenade 

went off in there. 

So I think there are other issues that need to be 

looked at, but I think it would be very--I think there are 

so many multifactorial issues going into a pregnancy or an 
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ltestinal obstruction, that I think you would be more 

tddled, you would have more muddled data with using that as 

1 endpoint. 

Jerry? 

DR. SHIRK: I think I agree with you, Jorge. 

ssically, the problem is that, you know, if you say this 

ning improves pregnancy, then is the surgeon going to go in 

ad say, "All right, if I put this in the patient it's going 

3 improve her pregnancy rate." 

I mean, it's--I mean, I think that that--if we use 

pecific clinical endpoints, then it implies that the 

roduct has some specific clinical outcome, which is not 

ecessarily true. It obviously depends on the surgeon, what 

as there. Again, that's a multifactorial thing that's even 

roader than just what's going on inside the patient. And 

o I think that the only real scientific approach you can 

.ave is, with a single parameter endpoint is basically 

rhether the adhesion is there or whether it's not, or if 

it's there, how much reduced is it? 

DR. BLANCO: Don? 

DR. CHATMAN: I'll just chime in with similar 

comments. I mean, the functional outcome is extremely 

important, and of course that's where we all would like to 

301 and that research can be done but, you know, it's time- 

consuming, it's very, very difficult. And it may be 
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npossible to do, because one thing we haven't discussed is 

he technique, the operator, the person who does the first 

peration, for instance, and what input that has into the 

evelopment of adhesions. That's going to be almost 

mpossible to do, to factor that in. 

So the reduction of research to the number of 

dhesions or the location of the adhesions or the extent of 

he adhesions or something like that is going to be hard 

nough as it is, because you've got this AFS scoring system 

.ere to use for that. And if this AFS scoring system--I'm 

lot sure if it's been analyzed the way the endometriosis AFS 

coring system has been analyzed, and it has been shown very 

:learly that from person to person, inter-observer, the same 

observer in a week or so, you get different scores, you get 

Cfferent observations, you get different evaluations, in 

?ndometriosis at least. I'm not sure, again, if this 

adhesion scoring system has been analyzed in that way. 

And so it's going to be hard enough just 

quantitating adhesions, you know, in and of itself, and 

naving some kind of consistent results show up in order to 

avaluate a device or a solution or whatever. It would be 

ideal to have functional results but I don't think it's 

really practical. 

MR. : I think, you know, I think your 

viewpoint is, you know, the measuring of what is an 
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dhesion, you know, sort of like what should be what you 

easure. And I think what you're saying is, it may be 

ifficult to measure what is a significant adhesion, in 

ther words, what methodology is available. Is that what 

'ou're saying? 

DR. CHATMAN: I'm saying that if you look at an 

Ldhesion and I look at the adhesion, we're probably going to 

ree two different things. If I look at the adhesion today 

lnd I videotape it and I look at it a week from now, I'll 

)robably get a different score altogether. The 

:ndometriosis research shows that very clearly. 

I mean, you know, you can videotape something 

Loday--you know, this has already been commented on, 

obviously--but you can videotape something today and look at 

it a week from now, get a different score altogether again. 

If I look at it today and you look at it today, we may get 

different opinions about the adhesions. It's going to be 

difficult enough quantitating the adhesions, is basically 

what I'm saying. 

MR. : But if you had no chronic pelvic 

pain, would you say the way you were measuring it and the 

way I was measuring it and the way someone else was 

measuring it was necessarily the crux of the matter? 

DR. CHATMAN: Well, I think that when you're 

talking about chronic pelvic pain, evaluating that is 

I- 
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1 nother whole very, very difficult area, difficult subject. 

2 MR. : Yes. Let me just-- 

3 

4 

DR. CHATMAN: Trying to evaluate the results of 

dhesiolysis and the relief of chronic pelvic pain is-- 

5 MR. : Let me just say what I-- 

6 

7 

DR. CHATMAN: --a mine field. 

MR. : If you don't mind, let me say where 

8 'm coming from in terms of trying to play the devil's 

9 dvocate. I've been doing things with the FDA for about 25 

10 ears on different panels, and one of the very first issues 

11 !e had was distress after a big meal, post--intestinal 

12 istress, and there was a whole literature that we gathered 

13 .bout how to measure it. YOU could stick tubes down 

14 

15 

beople's throats and take the gas. You could look at 

listension and so forth. We had all these physical 

16 neasurements, and none of them correlated to what the 

17 subject said in terms of relief. 

18 And I think one of the things that we should be 

19 aware of, I think, as we make--as we go down the line here, 

20 

21 

is what is the endpoint? What is the person taking the 

procedure for? If the person's taking a procedure for 

22 fertility and you tell her the adhesions are gone and she 

23 

24 

should be happy, there's something that may not match in 

terms of the expectations of the population and the actual 

25 way we're saying the product is to be evaluated. 
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MR. : In clinical practice, though, you 

:tually don't tell a patient that because you remove her 

lhesions, she's automatically going to get pregnant. I 

?an, you don't make that promise. 

DR. BLANCO: All right. Let's have Dr. 

chwaitzberg join in. 

DR. SCHWAITZBERG: I'd like to address Dr. 

'Agostino's concerns. I think that for the first part you 

ave to believe that the elimination of an adhesion, in and 

f itself, regardless of whether the patient gets a bowel 

bstruction or pregnancy or relief of their chronic pain, is 

benefit. Now there's no science to this because there's 

11 opinions. 

And a couple of years ago Dr. Diamond and I 

ueried surgeons and got a large number of responses, and 

le've finally gotten around to writing it up. And surgeons 

relieve that the elimination of an adhesion, in and of 

.tself, without any other symptomatology issues attached to 

.t , is a clinical benefit for the patient for a number of 

yeasons. 

We've discussed reoperative surgery. Sometimes it 

neans the difference between whether a patient could be 

Laparoscoped for some down-the-line operation. But getting 

lack to the pregnancy issue, if you eliminate the adhesions 

and the patient doesn't get pregnant, is that a failure? 
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In the practice of clinical medicine, sometimes 

ou have to take things off the plate. For instance, the 

anagement of right lower quadrant pain, we will often do an 

ppendectomy as part of a combined general surgery and 

,ynecological laparoscopy because we want to take it off the 

Ilate. If that patient--some patients will have 

.ppendicitis and you've helped them. Some patients didn't 

tave appendicitis, but you've eliminated one more clue, 

'eason why they right lower quadrant pain. 

In the case of the analogy that you gave in 

lregnancy and adhesions, we know it's multifactorial, and 

regardless of whether the patient can get pregnant or not, 

if you're able to eliminate one more cause of infertility 

)ff the plate, you may--or it may fail--get closer to the 

teal causes of the patient's infertility. 

So I would submit that the adhesion, in and of 

itself, the poor little adhesion is getting a bum rap here. 

The adhesion itself is a clinical entity. And these aren't 

bowel obstruction products, they're not pregnancy products. 

I'hey're adhesion products that will allow the surgeon, the 

gynecologic surgeon, to eliminate one more thing off the 

plate for why their patient may be having problems with 

pain, infertility, et cetera. 

DR. BLANCO: Sandy? 
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DR. CARSON: Well, I guess I was going to probably 

iy something along those lines, but I think some of the 

roblem that we're having here is lumping all these things 

lgether. I don't think that if there was some sort of a 

xx--and let's assume that there was some non-invasive 

echnique that could find out that I had pelvic adhesions 

nd abdominal adhesions all over the place, but I'm totally 

symptomatic, I don't desire fertility, and so why should I 

ave surgery? 

Well, no reason right now, but if on the way to 

he airport, which I hope I get to today, I'm in a car 

ccident, I really would like the surgeon to be able to get 

y spleen out and stop the hemorrhage before it stops me. 

o I think that adhesion prevention after surgery is a good 

dea. 

Now, having said that, that doesn't mean taking an 

idhesion score of 10 and reducing it down to 9, and that's a 

lit of a problem. And I think that you have to either 

commit to preventing adhesions or not, and not waffle 

oetween, "Well, maybe a little adhesion or a light adhesion 

or a this adhesion." I think you have to really show that 

it does prevent adhesions, period, yes or no. 

Now--and I think that's one issue. I think then 

the second issue is fertility, and it doesn't matter whether 

there's adhesions there or not. You can design a study and 
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1 look at fertility before and after an event, and you can 

2 look at patients who have no other infertility factors 

3 except adhesions, lyse the adhesions, and then look at the 

4 infertility factors. That's hard to do, sure, but it's been 

5 done. We have just recently published an article in the New 

6 England Journal for another reason. It is possible. It's 

7 hard but it's possible. And that's a separate study, 

8 though, and a separate indication. 

9 Bowel obstructions, as we've heard, probably, I 

10 don't know enough about that but it probably is not possible 

11 even to do in any reasonable time frame. Pelvic pain, 

12 again, it's hard, but there are validated instruments in the 

13 psychiatric literature and in the anesthesia literature that 

14 can show before and after an intervention relief. 

15 And so I think that labeling can take care of each 

16 of those indications, and I think that they should be 

17 separated but definitely shown, and each is possible. 

18 DR. BLANCO: Diony? 

19 MS. YOUNG: Well, I was just going to say that I 

20 agree with Dr. Schwaitzberg on the issue of the clinical 

21 . endpoint, you know, being the adhesion. And I think that 

22 you are looking from the standpoint of the woman who is 

23 desperately trying to get pregnant. I think it would be a 

24 real mistake to get her hopes up with the implied promise 
. 

25 that, you know, the endpoint of her having the surgery or 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



elw 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

i3 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

. 25 

159 

hatever, the removal of the adhesion, that that is--the 

romise, the implied promise is there that she's going to 

et pregnant, and I think that that would be a mistake 

ecause I think that too many women will sort of see it as a 

ort of magical type of thing. 

And so I would think, not having been in this 

bosition myself, but I would think that it would be--I would 

refer to have--to not be given promises that might not 

lappen. I would prefer to know that the adhesion--this is 

something that could be helpful to my general health or 

Jhatever, but not that down the road this is going to enable 

rou to get pregnant. 

DR. BLANCO: Nancy? 

DR. SHARTS-HOPKO: I agree. I would look at--not 

3eing a surgeon, I look at adhesions as kind of globally 

Like other benign growths. Whether they are a problem or 

lot depends on what they are near and what they impinge upon 

and what they put pressure on, and maybe they don't do any 

of those things; or what they're in the way of, if you're 

trying to save Dr. Carson's spleen. 

DR. CARSON: Take it out. 

DR. MARTS-HOPKO: So I think the elimination of 

that growth is a good thing in and of itself. As for 

scoring pain, the folks in the International Pain Society 

have some very fine instruments that are patient ratings, 
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stient self-ratings, but very well validated. 

DR. BLANCO: Let me address a couple of issues. 

orry , the audience, we don't even call on you. You don't 

et a chance. You had your chance. 

Let me try to clarify one issue, because I think 

e're all talking about a whole slew of different issues 

ecause there are several clinical settings, and I think 

'art of it has to be very strict indications for use. 

You have spoken of one clinical setting, which is, 

rou have never--and I will take it a little--say you've 

Lever had any surgery and you're going in to have some 

surgery and your surgeon says, "Well, in your type of 

)rocedure," and we've had some mention in here, "the rate of 

tdhesion is very high, and if we ever have to go back and 

reoperate on you or do something else, these adhesions are 

Joing to create a problem, so I would like to use this 

larticular product to lower your adhesion rate so if we have 

20 go back to surgery, there is less of a problem when we 

get in." That's one indication, that's one use, that's one 

May of using the product, and I think we need to look at 

that. If that's the intended use for the product, then 

adhesion formation is really the endpoint. 

Now, another possible use, and it's sort of 

implied in what we said, is that we go in, a woman has 

infertility, comes to the infertility specialist, is 
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raluated and nothing is found other than she has adhesions 

: the time of laparoscopy, and now we think the adhesions 

re causing her infertility. And so we're going to go in 

Id lyse the adhesions, and we want something to prevent the 

lhesions from growing back. Okay? 

And here's where it gets a little tricky. We want 

1 keep them from coming back, but are we also going to say 

2at their not coming back will affect her rate of 

srtility? And, again, it's what is the intention for use 

nd what is the indication. Okay? If you're going to make 

hat claim, if you're going to put that as a way to use your 

roduct, then I think the clinical endpoint of pregnancy has 

o be included. But that may not be necessarily the claim 

ou want. Same thing if you're going to make the claim for 

.ntestinal obstruction. 

16 

17 

18 

19 

20 

21 

2; 

23 

24 

2E 

So I think part of our confusion and part of, I 

:hink, the issue of the discussion, is that it depends on 

low you're going to use the product and what the intention 

is as to how far the claim has to be. 

MR. : I think this gives--we have to give 

3 little credit to the gynecologists and the surgeons who 

zan identify individual patients in whom they feel, 

regardless of the clinical outcome, that eliminating 

sdhesions in any one particular patient is important. And I 

think that in Sandra's case I can tell you very clearly. 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



elw 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

162 

I did a staging laparotomy in a woman with a 

plenectomy and she developed gallstones about a year later. 

ow, in this particular patient I had not used an anti- 

dhesion strategy, and I had just a terrible time getting 

n. An effective anti-adhesion strategy just to the midline 

ncision would have made all the difference in the world to 

.er. 

Now, how do you study that? You don't study that, 

but as a surgeon, I could have said, "You know, preventing 

idhesions down the line in this patient is a primary goal 

lecause she might need surgery later." She was a young 

Joman. It would have been a satisfactory goal. 

I think you're absolutely right, we need to 

separate the clinical claims. Pain can't be part of a claim 

unless you prove what the pain is for. Pregnancy can't be 

?art of a claim unless you prove it with a pregnancy thing. 

3ut surgeons across America, gynecologists across America, 

consider from just a purely clinical standpoint reducing the 

existence and extent of adhesions as a primary goal, a valid 

goal. 

But you've opened up a can of worms. There's 

adhesion reduction and adhesion prevention. Now, this is a 

can of worms that I don't think anybody really wants to get 

into, but it allows you to take whatever data that you have 

--let's say you have a clinical trial where you have reduced 
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he severity of adhesions pretty convincingly, but the 

umber of patients who had adhesions was the same. Well, 

ow you've reduced adhesions but you haven't prevented 

dhesions, and that's been substantiated it, you've shown 

t, and it's safe, if it were. 

Then it's up to the clinical surgeons. Is 

,educing adhesions important in any one patient? If yes, 

'ou now have a tool that you can apply. The claims are 

.imited to what you are able to show, and the clinicians 

rill embrace this because our surveys indicate that simple 

reduction of adhesions with nothing else guaranteed is 

desperately needed and sorely looked after, looked for. 

DR. BLANCO: All right. We're going into 1-B 

lere. Let me-- 1 want to make some comments on that, kind of 

getting away from l(a) and going to l(b), but that may be 

okay. 

MR. : Could I say something about l(a) 

first, before we-- 

DR. BLANCO: Well, let me--I've got to respond to 

X. Schwaitzberg. I'm sorry. I'm going to take the 

prerogative of the Chair. 

I think the issue is, if you get scoring systems, 

you get things that are statistically significant, that have 

no clinical meaning. So I agree with Sandy in that the 

issue is, did you prevent the adhesions or did you not, or 
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: least you have to be able to show that there is a major 

nough difference, not just statistically significant 

?tween, hey, this group had an average score of five and 

hat group has an average score of seven, and it's 

tatistically significant so I reduced adhesions. 

I mean, I think as surgeons, a filmy adhesion is 

ifferent than the very thick, concrete, you know, adhesion, 

nd that makes sense, and I think you could sell that to 

ost anybody. But just, well, you scored five or seven, and 

ee, let's use this on everybody to prevent, you know, 

dhesions because it goes from seven to five, that's not 

'nough. 

All right. Having said that, go ahead. 

MR. : Okay. What I was- -I'm going to 

agree with all of the things you just said on l(b), but what 

: was going to say about l(a) pertains to an issue that was 

raised a few weeks ago. And that is that if you do have 

nformation in the postoperative time period pertaining to 

lain and/or fertility, we need to account for how that will 

3e allocated or processed. Not so much that it's a 

requirement, but it shouldn't be a deficit. 

For example, intent to treat, it was suggested 

chat one reason why some individuals didn't fit into the 

category of having the second-look procedure was that they 

either had no more pain or they were pregnant. Well, let's 
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abulate that information. Let',s not penalize the study for 

ositive beneficial effects, recognizing that it may or may 

ot have had anything to do with whether they reformed 

dhesions. But at least let's accumulate that and judge it 

r handle it in an appropriate manner. And I'm not about to 

ell you what the appropriate manner would be. I just say 

hat we should account for that. 

MR. : Just in terms of l(a), finishing 

t, my sense is that we do have- -we do see value in looking 

.t fertility, reduction of chronic pain, small bowel 

Ibstructions, in barrier investigations. However, those 

.ead to much more serious or much more elaborate clinical 

.rials, and the inclusion/exclusion criteria may be quite 

lard to fulfill and so forth, but we do see value in it. 

And the point I'm--I want to make sure I 

rnderstand is that the proof of the pudding in fertility 

Yould be fertility, but we are still thinking that one 

should look at the adhesion, even in that context, one 

should look at what has happened to the adhesions. Now we 

go to B and we say we think adhesions in and of themselves 

are great to look at, but within A it's the endpoint of 

fertility but still the mechanism of adhesions. Is that 

what we're saying? 

DR. BLANCO: Well, I think that's the consensus. 

I think that there is- -people are saying--it's again what is 
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ltent of treatment, of use of the product, and what is the 

ndication that's going to be claimed, and you look for 

hat. There is value to adhesion prevention and possibly-- 

nd value to adhesion reduction. How you measure that, the 

eduction, is probably going to be much more problematic. I 

hink that that can be looked at for those specific claims. 

f other claims are desired with clinical outcomes, then 

ou've got to make those claims. 

Now, I'm fully aware that there will be all sorts 

f--you know, off indicated use and so forth. We deal with 

hat all the time, but we can't--you know, that's not a way 

fe can control. That's clinicians. But I think that that's 

rhat we're saying in 1. Is that the committee's 

summarization of that? Jerry? 

DR. SHIRK: Well, I guess what we're really doing 

.s looking at this like we did with endometrial ablation, 

Jhere reduction of bleeding was our endpoint, where our 

surrogate reduction of adhesions is our endpoint, but that-- 

ind looking at the clinical issues as the life quality 

issues that we included in the endometrial ablation thing. 

So I think that, you know, the clinical issues should be 

included sort of as life quality issues, you know, and be 

encouraged to be in these studies but not necessarily the 

primary endpoint. 

DR. CARSON: I would say that I agree with what 
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>u said, except that prevention of adhesion should be one 

ategory, each of those clinical outcomes another category, 

Id adhesion reduction I think, however, is something else. 

acause adhesion reduction per se needs to be tied to--I 

can, adhesion reduction in my splenectomy that I told you 

bout isn't necessarily going to get to my spleen easier if 

go from a nine to a seven. I might still die there. 

However, maybe it does have an effect on 

ertility. Dr. Gomel presented some studies, the last of 

hich I'm not familiar with because it wasn't published, but 

he others were not intervention trials. They were looking 

t staging of adhesions and clinical outcome. They didn't 

se an adhesion barrier, which might end up killing sperm or 

,ffecting the eggs, or tie don't know, so it's--we think that 

ust initial staging of adhesions, yes, prevents pregnancy 

outcome as he showed, but that doesn't mean that reduction 

)f those adhesions necessarily leads to that same outcome. 

So I think reduction of adhesions is different, 

ind if you're going to look at reduction of adhesions, you 

lave to tie it to a clinical outcome. 

DR. CARSON: That means free? Okay. 

MR. : Well, I mean, whatever. If you 

Uant-- 

DR. BLANCO: Just to remind, I'm sorry, I have to 

remind the panel that part of our deliberations do not 
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nclude costs. 

MR. : No, I understand that, but the 

linician would use it. You have labeled it as minimally 

ffective and it was accessible to the clinician. 

The other point is, if you reduced adhesions with 

ne mode and eliminated adhesions with another mode, you now 

tave opportunities for multimodal therapy you would have 

jeen denied. 

MR. : But is total elimination of 

.dhesions always a good thing. Obviously you pointed out 

.hat there are good adhesions. I mean, that if somebody 

rith a bowel anastomosis, you know, has a small leak, I 

lean, what's the fatality rate or reoperation rate because 

rou have created a complication? So I guess my question to 

sandy would be, if the endpoint is total elimination of all 

adhesions, is that always a good thing? 

MR. : Well, I think that's part of your 

?reclinical package. 

DR. BLANCO: Okay. Any other comments on l(a)? 

[No response. 1 

DR. BLANCO: I think probably we've discussed that 

one.enough. Let's move on to 1 (b). Now, we've discussed 

the importance of adhesions. Let's talk a little bit more-- 

we've actually discussed this one in part, but does anybody 

want to add some more to l(b). 
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I'm still going to disagree with you, Dr. 

chwaitzberg. I think even if--you know, if you're going to 

o a reduction, if that's going to be your indication, then 

ou've got to prove that reduction means something. Because 

don't know what reduction means without, you know, without 

ome corollary to it. I mean, if you've got adhesions, 

ou've got adhesions. And yes, I will grant you a concrete 

ersus a filmy is--intuitively, you would think, makes a big 

ifference, but where in that spread is the difference? 

DR. SCHWAITZBERG: I think in the middle it would 

;et muddy, but if somebody produced data for you that said 

.he score is 15 and the score is 3, but the absolute number 

)f adhesions is the same in those, the data will guide your 

land, but in those instances you would say it seems 

-mportant. 

DR. BLANCO: Yes, you're probably right, if say 

you have a score of 1 to 10 and it goes from--you reduce it 

Erom 9 to 2. But the point is, you can get a statistically 

significant study, you know, that will show you a difference 

Erom 6 to 5 that may, you know, without some clinical 

application, may be statistically significant but not 

clinically of any import, and that's where you get into 

trouble. 

DR. SCHWAITZBERG: But if it's safe, and you only 

go from 6 to 5, nobody will use it anyway and so it's not a 
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roblem. 

DR. BLANCO: Well, but in fairness to the FDA, 

srt of their regulatory mandate is that it not only has to 

3 safe, it has to be clinically effective. Okay? 

MR. : What's the clinical endpoint, if 

a don't have any clinical-- 

MR. : The adhesion is the endpoint. 

MS. : The adhesion. 

MR. : So you're tying it to some 

bsolute measure of amount of adhesions with these scales? 

DR. BLANCO: What I'm trying to point out is that 

here are different scenarios that we're lumping together, 

nd the scenario, one, is one of prevention where there is-- 

'ou know, you would handle it one way. This is one where 

'ou're dealing with reduction. And what I am saying, I 

guess, is that to some extent in reduction you've got to 

:how some benefit to that reduction. 

MR. : Beyond the adhesions themselves? 

DR. BLANCO: Beyond just that it's, yes, from five 

:o four or six to five or whatever. 

DR. ROY: Could I ask--oh, I'm sorry. 

DR. BLANCO: Go ahead, Subir. 

DR. ROY: No, no. No, no. 

DR. CARSON: I was going to say, I mean, in 

response to you, the problem with the previously identified 
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Linical endpoints is, not everybody troubled with adhesions 

3 seeking pregnancy. It might take 60 years to know how 

heir bowel is going to do. You can know about everybody's 

ain reduction, but that's the only one that you can assess 

n every candidate. 

MR. : I think, you know, just--I think, 

ou know, Jerry's comment about quality of life is actually 

very good setting, that you can tie it, I think, to 

uality of life scales like pain, other types of quality of 

ife, yes. 

DR. BLANCO: All right. Let's go l(b), l(b, 1, 2, 

, 4, 5, 6, 7. What are you--I'm sorry, Subir. You had 

something else. 

DR. ROY: I think it is, because we're looking at 

1 period, I mean, look at the individual, I mean, 

:herapeutic intervention and then a follow-up. To me, the 

-ocation, the degree, the extent, the character of adhesions 

first encountered and subsequently either reformed or 

developed in a lesser degree, that sort of paired, 

stratified accumulation of data, and then subsequent 

analysis, is what's important. 

If you have thick adhesions that you divide, 

vascularized adhesions, and then you follow up and they are 

filmy, that at least suggests that the method accomplished 

something. Whereas if at the same time you had dense 
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dhesions someplace else, then it gets much more 

roblematic. 

I think the reason we've gone to these various 

chematics of AFS or modified AFS scoring systems is that 

t's very frustrating to try to make sense of the data, but 

.he fundamental concept of whether intervention is 

ccomplishing a goal is what we really want to know. And if 

.t's complicated, it's complicated. We're not going to 

simplify it by trying to pretend we can massage the way in 

Jhich we manipulate the data. 

So we have to look at it, I believe, in a 

stratified way and let it play out. If it turns out that 

:he adhesion product is so good that you end up with 

Jirtually no adhesions, well, that's great. Then it doesn't 

natter what scoring system you use. The problem is that it 

doesn't work that well. 

DR. BLANCO: I think someone made the remark about 

signal-to-noise ratio, and I think that's a problem. 

There's not a very high signal-to-noise ratio. Yes, sir? 

MR. : Well, I think some of the issue 

about quantity of adhesion formation or reduction can be 

basically established in the animal models, I would think. 

Then you could stop this thing way back in the animal model 

phase, in the preclinical trial phase. I mean, you should 

have that data before you allow it to go to a clinical 
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nase, and so that you're going to--I would think the place 

o handle that issue would be in the preclinical phase, 

nere they have to show a certain percentage of reduction or 

t doesn't go to clinical trials. 

DR. BLANCO: Would you care to make a comment, Dr. 

chwaitzberg? 

DR. SCHWAITZBERG: I don't know if there's any 

tudy where the clinical trial efficacy was better than the 

nimal trial efficacy, and so I think your animal trials 

robably give you the top limit of efficacy. And I think if 

omebody knew of a trial where it worked better in humans 

han it did in animals, they ought to have an opportunity to 

peak up and enlighten us. 

So I would agree, to a certain degree, with that. 

nd the--and, again, we have talked about all the problems 

,f animal trials, but they are your first pass at answering 

lome of these questions, and I think that I just wanted to 

:larify a point that I made earlier about these animal 

models. I think the use of animal models are good to 

elaborate on points that you can't prove clinically. 

I mean, I don't think you should have to do a--if 

you're going to do a gynecology study and prove a very 

specific point, that it reduces adhesions to the tubes, that 

you have to have that exact animal model. I think the 

purpose of the animal models are to elucidate, once they get 
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1 through screening, specific things that you can't do 

2 clinically. So I wanted to make that clear. 

3 And the same thing is true for Phase IV studies. 

4 If you proved that you, you know, eliminated pelvic 

5 adhesions, well, then, you proved it. But if you want to 

6 expand your claims, then those are the opportunities for 

7 some of these follow-on and add-on trials. So I think we're 

a looking for a good degree of clinical efficacy in the 

9 preclinical models as our method for proceeding forward. 

10 DR. BLANCO: Now, let's bring it back. Let's 

11 bring it back because we got into animal models, but we're 

12 really trying to discuss how are you going to measure that 

13 improvement and what are you going to look for, and I think 

14 that is what Dr. Roy was bringing up. 

15 I mean, how do we do that? Because, you know, one 

16 adhesion in the small bowel, is that the same thing as, you 

17 know, 20 adhesion sites in the small bowel? I mean, how-- 

ia what--how do you measure? You know, we talked about 

19 adhesions. We think adhesions are important. Now, how do 

20 we go --if we know, as you said, as you yourself said, we 

21 know no adhesions and adhesions. That one we can tell, but 

22 it's the how do we measure adhesions in some reasonable 

23 manner. 

24 DR. SCHWAITZBERG: Sticking with de novo 

25 adhesions, because the model you cited is actually an 
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dhesion reformation model and we have to sort of, you know, 

eep focused very clear at what we're talking about, pairing 

he sites of operative injury to the subsequent adhesion, 

hich is the same line of thinking, those pairs of operative 

njury/adhesion, yes or no, yes, you can kind of mix up the 

ata, come up with some scores and get some funny numbers. 

ut I would agree that providing detailed information for 

.dhesion prevention, pairing the site of operation to the 

ubsequent adhesion, yes or no, is critical. 

That's what made doing some of these studies hard, 

jecause some of these patients had adhesions already, and 

:hen excluding the already present adhesions is what makes 

statistical analysis enough to give you just a gigantic 

leadache, because in some patients that site is available 

ior analysis, in the next patient it's tied up because it 

already had an adhesion. 

But, sticking to that, we lysed something here if 

{ou're doing reformation, or we operated here and we're 

Looking for, you know, an operative site adhesion. That's 

got to be the only methodology. 

Now, when you have the remote adhesions, then you 

get a little bit more free rein because now you're looking 

for, you know, if you've got adhesions at the non-operated 

sites and they have been reduced, then you still have a 

valid endpoint, remembering that the benefit may be not 
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2alized until you do get in the car accident. Maybe you 

ad an open laparotomy or a laparotomy for something, and 

ou didn't realize the benefit until you got in the car 

ccident and needed that, because your remote site adhesions 

ere decreased or prevented. 

DR. BLANCO: So one item that should be looked at 

s part of an endpoint is adhesion formation at site of 

urgery, yes or no. I would think you would include also 

dhesion formation to wound, to abdominal, anterior 

bdominal wall, as another one that's pretty easy, yes or 

.o . 

DR. SCHWAITZBERG: Well, that's the site of 

urgery. 

DR. BLANCO: Well, okay. I was thinking vaginal 

:uff for hysterectomy, small bowel if you do a small bowel 

resection, so forth. So those would be clear endpoints. 

>kay? Now are you going to--is the panel agreed with that? 

Cs that reasonable? What about quantitation? I mean, is 

:here any value to quantitating that, and how would you go 

shout doing that? 

MR. : Have we discussed the entire (b)? 

DR. BLANCO: Oh, we're just sort of free-for-all 

doing it. We're not-- 

MR. : Because it says in the beginning, 

I think (b)(l) is incidence of adhesions. We haven't talked 
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lout that at all. Is it different for a myomectomy as 

Iposed to-- 

DR. BLANCO: Well, incidence would be whether it 

sppens or doesn't happen. I mean, you know-- 

MR. : I see. We're going to talk about 

lst, you know, you enter the abdomen by laparoscopy or 

aparotomy, you do a hysterectomy or a myomectomy, and 

ou're going to lump all that together and say-- 

DR. BLANCO: Well, you're going to lump site of 

urgery , is what I thought we were discussing. so you go 

nd you do a myomectomy, you would look whether you had 

ncidence of adhesions to the myomectomy scar, yes or not, 

nd to the abdominal wound, to the abdominal peritoneum. 

in 

'hat's what I thought we were talking about. Hysterectomy, 

pagina cuff, the pelvic sidewall if you took out the 

idnexum. Small bowel surgery would be the anastomosis site. 

So that would be the incidence. Okay. Now, going 

irom there to the next one, which is extent-- 

MR. : Were we told that we were supposed 

:o separate laparotomy from laparoscopy? Is that-- 

DR. BLANCO: Well, we can discuss--that's not one 

If the questions, but we're going to. It's later. It's 

Later. 
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MR. : That's not a problem. 

MR. : We don't get off easy. 

DR. BLANCO: Yes, it's later. Don't worry. 

Okay, what's your point, Don? 

DR. CHATMAN: Incidence of adhesions. 

DR. BLAJXO: Right. 

DR. CHATMAN: It is different for laparoscopy as 

pposed to laparotomy, and should it be talked about here or 

ot? 

DR. BLANCO: I think I'd rather talk about it, 

ecause that's going to be a big issue, and it's going to 

erail us from these issues at this point, so let's-- 

DR. CHATMAN: When we talk about, when we say 

ncidence of adhesions, under what circumstances are we 

.iscussing-- 

DR. BLANCO: Whatever the surgery is that they're 

Loing. I mean-- 

MS. : Whatever the study. 

DR. BLANCO: --whatever the study is, yes. And 

;hen the issue is, is laparoscopy equivalent, equal to 

Laparotomy in creating them, and that's later on. 

MR. : So we're talking about our scoring 

system right now? 

DR. BLA&O: Yes. We're talking about (1)--I 

think, I hope we're talking about l(b), and I thought we 
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ere talking about (1) and moving on to, okay-- 

MR. : That's all part of the scoring 

ystem, right? 

DR. BLANCO: Well, whether--no, I'm not saying the 

coring system. I'm saying what should be the system. I 

.on't know that I have the answer. I mean, what is the tool 

hat you want to use? I mean, should it be thick and thin? 

'ou know, you want to put a number? Vascular, someone said 

rhere there's vascularity to it.. I mean, that's what we're 

lere to discuss. 

Yes, Dr. Schultz? 

DR. SCHULTZ: Maybe just in terms of focusing the 

discussion a little bit, this might or might not help, but 

:here is a part of the guidance, it's on page 16, it's 

:alled assessment tools, and there are a number of criteria 

:hat are listed. 

And a lot of what I have heard discussed thus far 

is right there, and I think what might help us a little bit 

is for you to look at those sections and say to us, be able 

to tell us, do you agree with what we have listed there as 

being the important criteria? Are there criteria that are 

not listed there, that should be listed there? Are there 

criteria listed there that shouldn't be listed there? Or 

are there ways in which those criteria should be changed? 

I think that there is a clear recognition that you 
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an do this a number of different ways and, you know, 

epending on the particular study, that some of those ways 

ight be more appropriate than others. But I think what we 

,ould like to see in terms of the discussion, again for the 

urposes of maximizing the utility of this guidance 

Locument, is are we talking about the right things in the 

*ight sections of the guidance document? 

If I could, while I have the floor, I would just 

ike to make one comment about the clinical surrogate issue, 

lecause I think that that's clearly a very important issue. 

t has been stressed in a number of presentations that we 

lave heard so far. 

One thing I would like to point out, and I think 

.t's interesting, when you listen to any of these 

jresentations about the importance of adhesions--and believe 

let as a general surgeon I certainly concur with my surgical 

:olleagues that this is an important problem and one that we 

leed to deal with. But when we look at the pictures, when 

iTe talk about the billions of dollars and all the things 

:hat people present to show how important a problem this is, 

vhat we are talking about is the clinical results of 

adhesions, and I think we need to be very, very clear about 

zhat. 

When you put up slides --and they are good slides, 

the numbers are correct--but you put up slides showing $1.7 
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-llion, $1.4, people with tubes coming out of their noses, 

?ople having 17-hour operations, they are not just having 

lose operations, those dollars are not just being spent 

?cause there are adhesions present in the belly. They are 

zing spent because people are developing bowel 

ostructions, because they are infertile, because they are 

aving pain, and because of all the other things that Dr. 

'Agostino pointed out and the other things that we're 

alking about in terms of clinical endpoints. 

So I would just like to point that out, that, you 

now, while it's fine to say that adhesions in and of 

hemselves are a problem, and I think we have concurred with 

he fact that if a sponsor can show either elimination--and 

lbviously elimination is wonderful because it's a black and 

rhite and it's easy for all of us, and I think again Dr. 

ichwaitzberg pointed that out, and that's what made the 

;eprafilm study so nice because, you know, it was 90 percent 

Tersus 10 percent or whatever it was. It was real easy for 

ill of us. 

But when you start getting into those gray zones, 

zhat's when it becomes difficult, and that's what--you know, 

:hat's what we tried to focus on in the guidance, was 

saying, look, if you can show us the clinical endpoints, 

great. If you can't show us the clinical endpoints, the 

next best thing is probably to show us absence of adhesions. 
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he next best thing from there is to show us some reduction. 

ut if you're going to show reduction, you have to pay 

.ttention to all of these details and, again, in some cases 

.t least you need to be able to tie it to something in order 

'or a panel of experts or the FDA to be able to make some 

:ind of rational decision regarding efficacy. 

DR. BLANCO: Well, but I think all you're saying 

.s it depends on the intended us or the indication for us. 

md, you know, I would make the analogy that we use--you 

:now, I'm not sure which one would be better, would fit 

)etter, but in obstetrics we know that women with group B 

strep that are pregnant have a risk of passing that on to 

:heir baby and having their baby die. We're giving 

Lntibiotics to practically every woman in labor to try to 

eradicate that, to make that small prevention, and a lot of 

zhe proof is that we eradicate group B strep. 

You could look at prophylactic antibiotics and 

surgical procedures with a high risk rate of infection. I 

nean, it doesn't directly--it's not a direct analogy but 

it's essentially sort of the same issue. YOU know, you 

don't know who's going to develop an intestinal obstruction. 

You don't know when Sandy's going to need her spleen 

removed. God, I hope nothing happens really, Sandy. 

DR. CARSON: I'm getting scared now. 

[Laughter.] 
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DR. BLANCO: You know, you don't know that, so if 

'our indication is prevention, then you need to do 

tdhesions. It's not the clinical issue. 

So I think your point is well taken, but there are 

)ther issues besides just having to show pregnancy and 

lelvic pain and intestinal obstruction. I also--you know, 

it would be fine for us to look at the assessment tools, 

xt--he's being talked to, so--I mean, we were supposed to 

JO through the questions, which is what you wanted us to do, 

30 I need a little guidance as to which one you want me to 

30. You want me to go through the questions or you want me 

:o go through the document? 

DR. HARVEY: Well, the questions are there to 

guide you through the deliberations today, but insofar as 

the questions fairly directly relate to the content of the 

guidance, if you want to look at the guidance while you're 

going through the question, it may be helpful. 

DR. BLANCO: All right. Well, I'll just take 

chairman's prerogative on that one. 

Yes, sir? Go ahead. 

MR. : Dr. Blanco, I think in order to 

answer Dan's point, what's missing from the $1.7 billion is 

all of the prolonged hospital stay, enterotomies. That $1.7 

is the number of admissions for adhesions. The prevention 

of adhesions itself doesn't show up in those dollars because 
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.t doesn't include the guy that got an enterotomy on the 

second laparotomy, it doesn't include the five extra days in 

:he hospital because de novo adhesions formed, so there are 

:ome missing dollars. To get to your point directly-- 

DR. BLANCO: Let's get back onto the questions and 

tnswers. Let's get back, either a comment on the assessment 

:ools, or let's get back to question l(b). 

MR. : I think the guidance document is 

Tery correct the way it is. If we try to lock all 

investigators into the AFS score or the modified AFS score, 

zhen we're doing a disservice to very intelligent people. 

I think the key point of this is that whatever 

nethod they pick, they ought to be able to defend why they 

?icked it, why it's valid for their product--gel, film, 

solution--why remote sites are not important if you're 

Tutting a gel in an isolated place. They've got a number of 

things to choose from. What's incumbent on the sponsor is, 

is defend his choice before the study starts, with the 

agreement of the FDA, of why he made the choices, why he or 

she picked this scale out of 1 to 7, and then what the 

labeling indications are at the end of it all, if you prove 

it, if you don't prove all of your points but some of your 

points. 

And I think that if you can show--you know, you 

may say, "Well, we're going to show reduction of incidence, 
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severity and extent," but you only caught two out of the 

:hree. Well, that will have different labeling indications. 

)ut all of those things, the key point is, in the guidance 

iocument it says, "Figure it out in advance. Defend it. 

Jnderstand what the implication is of failing to show a 

reduction of incidence." 

If you just did an extent study and you didn't pay 

attention to all the pregnancy things or pain things that 

Tre clinically available to you, then you've hamstrung 

yourself. And I think the guidance document gives the 

investigators and the sponsors leeway to choose, based on 

their material, what they see fit, and be prepared to live 

and die with the consequences of making good and bad 

choices. 

DR. BLANCO: All right. Go ahead, Don. 

DR. CHATMAN: I don't want to beat a dead horse, 

but we cannot discuss this without l(b). There's no way for 

us to talk about reduction or prevention without knowing 

what the incidence is. There's no way to design a study 

without knowing what the incidence is, and there's no way to 

find out. You know, we need to have that baseline 

information before we do anything else, I would think. 

DR. BLANCO: All right. Any other comments from 

the panel? 

MS. : Well, I just have a question. I'd 
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like someone to define for me what a severe adhesion is. 

Jhat are the--what is actually--what's the difference 

letween the severity--I mean, does that include the extent 

>r is it the size or what it's attached to, or what is a 

severe? 

DR. BLANCO: Well, I think partly, as Nancy said, 

:hat's one of the things we're looking at, what should it 

3e. I think the issue, as Dr. Schwaitzberg pointed out, you 

?eed to go into the study, it needs to be very standardized 

and it needs to be very tight, that you can show, if you're 

going to do a multi-site study, that you're calling things 

the same thing from one site to another and one place to 

another, and you need to have some sort of education. 

Now, what an absolute definition is, again, I'm 

not sure that I would want every investigator tied into one 

single definition. I think that there is--you know, you 

have to define it in your situation, what you're going to 

particularly look at it for, what your intended use is, and 

then make sure that within your study from beginning to end 

it's standardized and reproducible. 

Yes, sir? 

MR, : Yes. Dr. Blanco, could I request 

Dr. Diamond to talk a little bit about the various scoring 

systems and the incidence of adhesions, to help clarify for 

us the differences between them? 
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18 preferable endpoint to utilize. But unfortunately that's 

19 not always possible and, as others have been saying, as Dr. 

20 Schwaitzberg was reporting out, a filmy adhesion is much 
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adhesion, where you have one side right up against the other 

without any intervening adhesive band. With the latter 

25 type, a cohesive adhesion, you are more likely to injure 
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DR. BLANCO: Is that agreeable to the committee? 

SEVERAL VOICES: Yes. 

By the way, Dr. Diamond is a member of this 

committee. He recused himself. So he is well known to all 

of us. Is that good or bad, Mike? 

DR. DIAMOND: You can probably answer that in 

about two minutes. 

My name is Michael Diamond. I am professor of 

obstetrics and gynecology at Wayne State University. I am a 

have also received research funding from several of these 

companies for work related to adhesion-related products. 

With regard to what Don Chatman has been saying, I 

think incidence--if you're going to talk about how to grade 

adhesions, I think incidence is the key thing, because it's 

either there or it's not there, and that by far is the 

easier to separate at the time of subsequent surgical 

procedure than is something that is called a cohesive 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



elw 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 percent or 37 percent or 93 percent, to on quartiles or by 

18 thirds. Or another way yet is to look at raw surface areas 

19 at the completion of the procedure, because a uterus, for 
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22 surface area available and at increased risk for adhesion 

23 development may vary greatly depending on that, and so 30 

24 percent of the surface which is raw and potentially more 
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25 likely to form adhesions may be very different in those 
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:hose structures, you are more likely to have a greater 

amount of time, and so the potential patient morbidity is 

significantly greater. 

Severity of adhesions has been looked at various 

lays by different people. One way that some people have 

-ooked at it is by whether the adhesions have vascularity or 

io not, with less vascularity being less severe. Others 

lave graded it by whether it's filmy or dense and/or 

rascular, or a third category might be just cohesives. And 

Igain, those relate to potentially the relative ease of 

The third characteristic on the top list 

extent, and that could be expressed in a number of 

uays. It could be the percent of an organ that's 

separation at a time of subsequent surgical procedure. 

here is 

different 

involved 

Ath adhesions, whether that be an ovary or a fallopian 

tube, and that could be expressed either as picking a 5 

example, can be ten week size or it could be an alipara 

size. And the amount of raw surface area, the amount of 
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2 There are a number of systems that have tried to 

3 combine a number of these different characteristics, and 

4 that's where the AFS system and the modified AFS systems 

5 have come in, often combining a lot of these different 

6 
/I 

characteristics into one different place, and often trying 

7 to look across different sites, as well. If you have a 

8 material barrier that you're going to place on one site, 

9 most of those are not designed to work at distant sites. 

10 But what would be desirable, clearly, would be 

11 something that you could apply that would cover multiple 

12 sites all at one time, not only the surgical site, whether 

13 that be the site of a myomectomy or cystectomy or 

14 adhesiolysis, but other sites that might become adherent to 

15 it, we also ideally would want to have treated. And with a 

16 gel or with a liquid, that potential exists, and so there is 

17 a value to be gained from looking at these other sites 

18 throughout the abdominal cavity, as well. 

19 But as was brought out by several people, then 

20 trying to combine information from all those sites together 7 

21 - adds a great deal of complexity. It further can have 

22 complexity if some of those types are absent from prior 

23 surgeries or if adhesiolysis is not complete. 

24 And therefore the comment that was being made just 

25 now, I think it was by Dr. Schwaitzberg, that these things 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



elw 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

190 

being presented as entities then probably should be left to 

the sponsor, in my mind, based on what specifically is their 

product, how they hope to deliver it into the abdominal 

cavity, other particular characteristics of their product. 

Does it adhere, does it not adhere? Does it require 

suturing, doesn't it require suturing? Is it something they 

expect is going to be able to cover large surface areas, or 

is it just going to be able to be applied to a small area? 

Based on specific product properties, there may be 

a variety of different characteristics that the sponsor 

might want to look at, and which would be relevant for one 

but not for others. And so I think to come up with one 

specific, precise scoring system is not something that's 

going to be adequately applicable to all the different 

situations that might come before you in the next several 

years. 

DR. BLANCO: Thank you, Dr. Diamond. 

Any more comments on l(a), (b) or (cl? I mean, I 

think we've pretty much discussed all the various aspects of 

that question. Are we ready to move on? Let's move on. 

Number 2: Please discuss the merits and 

limitations of using surrogate endpoints in the premarket 

phase of device evaluation and clinical endpoints in the 

postmarket phase. And we have kind of touched on this 

~already, but let's go ahead and devote a little bit more 
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time to it. Who wants to start? Everybody got quiet? Go 

ahead, Jerry. 

DR. SHIRK: Well, again, I think it comes back to 

what I said before, that basically you use the surrogate as 

your primary endpoint, and that's obviously what you judge 

your clinical or preclinical phase on it, but I think 

certainly postmarket phase, you know, somewhere in these 

studies we should have some of the life quality issues type 

of thing, and that's what I see most of the clinical issues 

as, life quality kind of issues. Does the patient get 

pregnant? Does the patient have relief from pain? Does the 

patient, you know, have other things that, you know, that 

are basically affecting their life quality? So I think life 

quality issues are certainly extremely important in the 

postmarket phase. 

DR. BLANC0 

MR. 

: Yes? 

: There's a couple of possibilities 

here. If a sponsor came in saying that they do affect 

fertility and go through all of the ritual that we had 

described before, and do that in the premarket phase and get 

approval, then they leave that activity with the claim 

presumably for the adhesions, because they have shown that, 

plus their claim for the fertility. 

If you do the other, the latter, of getting the 

surrogate done in the premarket and then the clinical 
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endpoint is investigated in the postmarket, one could be for 

ultimately changing a claim or adding a claim, which I think 

is a reasonable thing to do. And I think that the concern 

zhat I would have is the rigor in which that data is 

collected, but if it were done in a rigorous fashion that 

Lived up to our standards of not clinical trials but sort of 

outcomes research, this type of research, I think that would 

Aso be a reasonable way to do it, especially given some of 

zhe context of the discussion I heard today, where it takes 

a while for some of these things to be measured. So I think 

30th of them work. 

DR. BLANCO: Any comment? I think the only thing 

that --oh, sorry. 

MR. : I had a question. 

DR. BLANCO: Sure. 

MR. : I think there has been some talk 

about using ultrasound to measure the presence or absence of 

adhesions to the abdominal wall, and if we did a study where 

we used ultrasound to see if there was an adhesion, that's 

truly a surrogate evaluation of the adhesion. I think that 

the question that I would essentially beg the chairman to 

poll the panel, is an adhesion itself a clinical endpoint? 

Can we move it out of this sort of dungeon that it's in, 

that the adhesion is a surrogate of goodness, not goodness 

of itself? 
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Because you may need your spleen out some day, and 

.f you had just the adhesion prevented--you have no pain, 

rou have 10 kids, you never had a bowel obstruction--but 

xeventing that adhesion made it so that when Pat Reardon 

lad to take your spleen out, he got in there safely, is 

:here an opportunity to poll the members to say, "Does the 

adhesion, in and of itself, deserve elevation to be a 

clinical entity?" Remember, this is the adhesion 

xevention. 

DR. BLANCO: Yes, let me address the issue. I 

zhink, I don't know, maybe I'm trying to look at it too 

Simplistically in terms of semantics. That's how the FDA 

xas put the words. I think the panel feeling, without 

laving to poll them, just from what the discussion has been, 

number 1 is that adhesions in and of themselves are a 

significant problem and a significant issue. 

Now, whether you want to call them a surrogate or 

tihatever, I don't know. I think the fact is they are real 

and it's a real indication and it's a real endpoint to look 

at. I don't know quite what more than that it is that you 

want. 

MR. : But the guidance that the panel 

provides is that, in other panels at other times they have 

gotten sort of on this trail, llWell, it's just a surrogate. 

I want something clinical." My point is that if the panel 
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gives the guidance to the FDA that the adhesion isn't a 

surrogate, that the adhesion is a clinical thing, we're 

going to have a new terminology moving forward. 

DR. BLANCO: Go ahead. 

DR. HARVEY: I think again the problem that we 

night be having is, I don't think anybody would disagree 

with it being there or not being there as an endpoint. 

That's easy. But what about if it's just there a little 

bit, just like a little string? Is that clinically 

meaningful? 

So when we have these adhesions scored, again, I 

think we have a problem. I don't think we have a problem 

with going from a 10 to a zero. I think we have maybe, 

well, okay, what about a 9 to a l? Well, what about an 8 to 

a 2? Well, what about a 7 to a 6? Et cetera. And that's 

the problem that we get into, and when we go to these 

intervening numbers, that's when we need to tie it to a 

clinical outcome. 

DR. HARVEY: But, you see, you may have answered 

your own question, though, that the presence or absence of 

adhesions is now a clinical endpoint, and maybe reduction 

now is what is left as a potential surrogate endpoint. 

MS. : No, I think what we're saying is 

that we don't really--when we say adhesions as an outcome, 

we mean presence or absence. That's easy. What we don't 
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cnow is adhesion reduction. We don't know what that means 

clinically, and so that's a separate--then we're talking 

about, one, adhesion prevention, zero, plus or minus, versus 

clinical outcomes; adhesion reduction, not-- 

MR. : See, I agree with you completely, 

out in the past adhesion prevention has been considered a 

surrogate endpoint, and maybe we can move forward and say 

that maybe just adhesion reduction is the surrogate endpoint 

and adhesion prevention is a valid clinical endpoint. 

DR. BLANCO: Well, let me--we're going to go ahead 

and move on. I don't see a strong feeling from the panel to 

tackle whether we call adhesions surrogates or not, so I 

don't think you're going to win on that one. I know this 

panel. 

[Laughter.] 

DR. BLANCO: So let's go back to number 2. I 

mean, it's in the record, as Dr. Harvey points out, what our 

feelings are in terms of that it's a real clinical entity 

and should be an endpoint. It's an issue of the company has 

to come forth and prove its point about how it's going to 

measure that clinical entity. Okay? Would everybody agree 

with what I just said? 

All right, so number 2, the only comment that I 

would add--I mean, I think we have already gone over this-- 

is that I think we shouldn't be so rigid as to only gather 
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not know about all these other factors, because what we 

often find when we get presented data on the panel and we're 

trying to make these very important decisions, is that all 

of a sudden something like that pops up but nobody--they 

didn't really look at it in any kind of rigorous way. 

So I guess my take on number 2 is that I think the 

endpoints can be adhesion and how eventually the company 

wants to measure adhesion or no adhesion, and they ought to 

look at the clinical endpoints, and it's to their benefit. 

It's not--this is not a place where that's an extra added 

burden, because if they gather enough pre- and postmarket, 

they may be able to have a much more radical: a much more 

I didn't at all mean to exclude 

even in the premarketing phase, that is women who have 

pregnancy problems and so forth, and fertility problems, 

that you may accumulate enough data for the endpoint of 

adhesions and indications of something with the fertility, 

and you need the postmarketing to clarify that and bring it 
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to a head. 

DR. BLANCO: 

something? 

DR. SCHULTZ 

Right. Dr. Schultz wanted to say 

: You know I'm not going to let you 

off the hook here. I'm going to try to pin you guys down a 

little bit more, because I think that there were a couple of 

comments made in the presentations that were given, if I 

recall some of Dr. Schwaitzberg's comments regarding the 

need for postmarket studies to be a part of, an integral 

part of the developmental plan for these products. And I 

sort of, I guess I hear what I want to hear, and I enjoyed 

hearing that comment. 
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The thing that concerns me, and this sort of gets 

back to this other issue of surrogate clinical in some 

sense, and in some sense that's a semantic issue but in some 

sense it can become a real issue if you say that once you 

have shown some type of reduction or elimination of 

adhesions, you're done. And that's really what I'm 

concerned about when you talk about making this a clinical 

endpoint in and of itself, that at that point you say, 

"We're done. We've done everything we have to do, and 

there's nothing else that needs to be known about this 

product." I am concerned about that. 

I think the point was very well taken that if you 

provide the adhesion information and a clinical reference 
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point in the premarket, sure, we don't need a postmarket 

study. I mean, it's all there. The question that comes up 

is, especially in those cases where the adhesion reduction 

information is equivocal, then should it be tied to a 

clinical endpoint, not as just--and it can be simply a 

matter of extending the labeling, which is--which would be 

at the company's discretion. And again, that's in here, the 

reasons, the different reasons for doing postmarket, but are 

there also situations where a postmarket study should be 

tied as a condition to the approval? 

And I would like to see the panel address each one 

of those scenarios. If the data is all there, adhesion 

reduction, elimination and a clinical endpoint, you're done. 

Data that's equivocal may not totally have a clear 

understanding of what the clinical import of a particular 

reduction is, then postmarket to help define that. And the 

other scenario where the sponsor has done something but 

wants additional labeling. 

DR. BLANCO: Well, I'm going to get off the hook 

this way. 1'11 tell you what I'm going to do. I think that 

you can't do that ahead of time. I think that you have to 

wait and see. I mean, you know, let's just recall a few of 

the PMAs that we've looked at just recently. Most of them 

have been accepted with conditions, many of them which have 

been postmarket studies. 
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And I think what we need to tell or what I would 

ell the industry, or what I think is being conveyed to 

hem, and I think the panel would agree with this, is that 

Tou're in an area where you've got a very low signal-to- 

noise ratio and, you know, you're going to get a clinical 

endpoint that you can look at, but there are lots of other 

.mportant clinical endpoints that you need to look at and 

:hat you need to study, and that is going to be part of your 

development of these particular products if you want to do 

:hat. 

And so--but I think it depends on what data gets 

xought forth. I mean, I think it doesn't take a rocket 

scientist to figure out what you said, which is if they 

Iring in all the data, that they don't need to do anything. 

fou know, they've done it. If they don't bring, you know, 

then they need to all the data, and they want indications, 

do more things. so I-- 

MR. : Can I-- 

DR. BLANCO: Yes, go ahead. 

MR. : We had a long d .iscussion with 1 (b) 

where I thought most of us or a number of us were saying 

that sort of the complete elimination of the adhesion was-- 

if you have just adhesion standing alone, its complete 

elimination. So wouldn't that follow, in responding to 2, 

that if there was no clinical information available or if 
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